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Letter from the Chairman

Dear Feltlow Shareholders:

“Products That Matter...From People Who Care”—this is the “mantra” motivating Medarex
people to high standards of performance in the pursuit of meaningful new medicines. In this
connection, the year 2003 was filled with notable accomplishments in the
irﬂplementation of our growth strategy.

7 e

Our lead product is poised to begin a pivotal clinical trial even as its
applications are being broadened, several of our bio-pharma partners are
progressing through clinical trials utilizing our fully human antibodies,
new collaborations were developed, and our research team continued its
innovative work in developing new antibodies which hopefully will move into
the development phase shortly. There is ciearly growing awareness of the
therapeutic potential of monoclona! antibodies and the fact that they may

. - irwin Lerner, M.B.A.
reach the medical marketplace mare expeditiously than small molecules. Chairman of the Board

of Directors
Beyond the science in Medarex operations, our financial position was
strengthened, and our management group and our Board worked to ensure full
compliance with all regulatory and legislative requirements regarding corporate governance.

On behalf of the Board and the entire Medarex organization, | express our appreciation for the
insight and guidance that we have received from Dr. W. Leigh Thompson who is retiring from
the Board after eight years of dutiful service. We are also immensely appreciative of the experience
ard direction provided by Dr. Michael W. Fanger during his 17 years of service on the Board.

Dr. Fanger has resigned from the Medarex Board in order to begin his new role as Chief Executive
Officer of Celldex Therapeutics, Inc., an affiliate of Medarex. We shall miss their wise counsel.

What ultimately differentiates Medarex from other companies is the outstanding quality of our
people. For them and for our Board, thank you for your continuing support.

Sincerely yours,
% <

Irwin Lerner
Chairman of the Board of Directors




Letter from the President

Dear Shareholders:

Our product pipeline grew rapidly in 2003. Medarex and its partners introduced eight new
therapeutic products into clinical testing in 2003, and an additional product entered trials in

Donald L. Drakeman, J.D., Ph.D.
President, Chief Executive Officer
and Director

early 2004. This brings the total to 17 UItiMAb antibodies in human testing,
with more expected in the future. We also further expanded our potential
product development opportunities by forming 13 new collaborations with
pharmaceutical and biotech companies.

In 2003, we also reported promising clinical results from trials of cur two most
advanced products—MDX-010 and MDX-060. Some of the late-stage melanoma
patients in the MDX-010 Phase Il clinical trial have experienced complete
remissions despite the fact that they had failed to respond to standard
treatments. These patients have remained disease-free for well over a year,
which is quite remarkable for patients with such advanced cancer.

By mid-2004, we expect to initiate a pivotal trial of MDX-010 in metastatic

melanoma patients. At the same time, we expect to continue the development of this product
for a wide range of other diseases. At present, clinical trials of MDX-010 are underway in
prostate cancer, breast cancer, HIV and a range of other life-threatening diseases.

Delivering Antibody Therapeutics
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PART1I

In this Annual Report, “Medarex” or the “company,” “we,” “us” and “our” refer to Medarex, Inc., and our
wholly owned subsidiaries. This Annual Report contains forward-looking statements that involve risk and
uncertainties. Our actual results may differ significantly from the results discussed in the forward-looking
statements. Factors that might cause such a difference include, but are not limited to, those discussed in “Risk
Factors,” “Management’s Discussion and Analysis of Financial Condition and Results of Operations” and
“Business” as well as those discussed elsewhere in this document. Actual events or results may differ materially
from those discussed in this Annual Report.

Medarex®, HuMAb-Mouse®, GenPharm®, KM-Mouse®, UltiMAb Human Antibody Development System®
and Trans-Phage Technology® are registered U.S. trademarks of Medarex, Inc. UltiMAb™ and Ultra-Potent
Toxin™ are trademarks of Medarex, Inc. All other company names, registered trademarks, trademarks and
service marks included in this Annual Report are trademarks, registered trademarks, service marks or trade
names cf their respective owners.

Item 1. Business
Overview

We are a biopharmaceutical company focused on the discovery and development of fully human antibody-
based therapeutic products. We believe that our UltiMAb Human Antibody Development System® enables us to
rapidly create and develop fully human antibodies for a wide range of diseases, including cancer, inflammation,
autoimniune disease and other life-threatening and debilitating diseases.

We believe that antibodies are proven candidates for therapeutic products. To date, the United States Food
and Drug Administration, or FDA, has approved 17 antibody-based therapeutic products for sale in the United
States. In 2003, 15 of these products generated aggregate worldwide sales in excess of $5.0 billion. We intend to
participate in this market and, to this end, are developing an expanding pipeline of therapeutic antibody products
generated through the use of our proprietary UltiMAb™ human antibody development technology.

Currently, 17 antibody products derived from our UltiMAb human antibody development technology are in
human clinical trials, or have had regulatory applications submitted for such trials. These antibodies are designed
to treat a wide range of diseases, such as cancer (including various lymphomas), theumatoid arthritis and other
inflammatory and autoimmune diseases. Five of these antibody products are fully owned by Medarex: MDX-010
(Phase 1 clinical trials), MDX-060 (Phase II clinical trials), MDX-070 (Phase I/II clinical trials), MDX-214
(Phase I/1I clinical trials) and MDX-1307 (Phase I clinical trials), for the treatment of cancer, lymphoma and/or
HIV. One antibody product for autoimmune disease, MDX-018 (Phase I/II clinical trials), is being jointly
developsd with our licensing partner, Genmab A/S, and four are being developed separately by Genmab:
HuMax™-CD4 (Phase 1I clinical trials) for cutaneous T-cell lymphoma, HuMax-IL15 (Phase II clinical trials) for
rheumatoid arthritis, HuMax-EGFr (Phase I/II clinical trials) for head and neck cancer and HuMax-CD20 (Phase
I/II clinical trials) for non-Hodgkin’s lymphoma. Additionally, our licensing partners, including Novartis Pharma
AG and Centocor, Inc. (a subsidiary of Johnson & Johnson), among others, are developing a total of seven
antibody products for inflammatory and/or autoimmune diseases and cancer that are currently in early clinical
trials. We and our partners also have a number of product candidates in preclinical development. The preceding
information regarding the clinical status of antibody products is based on our and our partners’ public disclosures
and other publicly available information.

As of March 1, 2004, we have more than 45 partnerships with pharmaceutical and biotechnology companies
to jointly develop and commercialize products or to enable other companies to use our proprietary technology in
their development of new therapeutic products. These companies include industry leaders such as Amgen, Inc.,
Centoccr, Pfizer, Inc., Eli Lilly & Company, Human Genome Sciences, Inc., Abbott Laboratories, Novartis,
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Novo Nordisk A/S and Schering AG. Some of our partnerships are licensing partnerships, with the potential to
pay us licensing fees, milestone payments and royalty payments; others are collaborative partnerships and
provide for the sharing of product development costs, as well as any revenues, expenses and profits associated
with products arising under the collaboration.

In addition to our UltiMAb Human Antibody Development System, we have considerable experience in
preclinical and clinical development as well as in manufacturing antibodies for clinical trials. Our existing
manufacturing facility in Annandale, New Jersey currently has the capacity to undertake up to 15 new antibody
projects per year for clinical development purposes, meeting our near-term production demands. We have
assembled a team of experienced scientific, production, clinical and regulatory personnel to facilitate the
discovery, development and commercialization of antibody-based products for us and for our partners. We intend
to add sales and marketing and additional manufacturing capabilities as needed.

Our business strategy is to build one of the industry’s largest clinical pipelines of human antibody-based
therapeutics for the treatment of cancer and other life-threatening and debilitating diseases. To this end, we
intend to capitalize on the value of our own human antibody products by developing them, ourselves or with
partners, through late stage clinical trials and/or regulatory approval. We believe that this will allow us to retain
substantial commercial rights or profit sharing opportunities with regard to these products. In addition, we are
expanding our number of partnerships, which we believe provides us with the opportunity to participate in the
development and commercialization of substantially more product candidates than we could using only our own
resources.

Scientific Background

Antibodies are natural proteins produced in the human body by B cells and serve as an important defense
against disease. Human B cells produce millions of different types of antibodies, all with varying shapes that
cause them to attach to and, as a result, neutralize different disease targets. For example, certain antibodies seek
out and attach to viruses, bacteria and diseased cells, making them susceptible for destruction by the human
immune system. Others attach to specific disease targets and block their interaction with other molecules. Each
monoclonal antibody has a unique molecular structure that directs it to a specific target.

About thirty years ago, scientists recognized that if antibodies could be created in the laboratory, they could
potentially function as a powerful tool for the treatment of many diseases. These efforts were partially successful
when scientists discovered a way to make monoclonal antibodies using laboratory mice. Mouse-generated
monoclonal antibodies, however, were often rejected by patients whose immune systems recognized them as
foreign because they were not human proteins, and the patients produced a human anti-mouse antibody, or
HAMA, response. This response reduces the effectiveness of the antibody by neutralizing the binding activity
and by rapidly clearing the antibody from circulation in the body. The HAMA response can also cause significant
toxicities with subsequent administrations of mouse antibodies.

Subsequent generations of antibodies have been re-engineered to address these immunogenic complications,
resulting in monoclonal antibodies that are less mouse and.more human. Scientists developed “chimeric
antibodies,” which still contain mouse protein sequences (approximately 33%) but also contain human protein
sequences (approximately 66%). Although chimeric antibodies are “more human” and theoretically, less likely to
trigger an immune reaction, they nonetheless can trigger a human anti-chimeric antibody response by the human
immune system. Scientists then developed CDR-grafted or “humanized” antibodies which contain approximately
5% to 10% mouse protein sequences.

Through our UltiMAb Human Antibody Development System, we can create all types of antibodies that are
fully human (100% human protein sequences) by using transgenic mice in which mouse antibody gene
expression is suppressed and effectively replaced with human antibody gene expression. Because our mice
contain genes encoding human antibodies, we believe the monoclonal antibodies we generate are more likely to

2



have favorable safety profiles and be eliminated less rapidly from the human body, potentially reducing the
frequency and amount of dosing required to affect disease targets. Additionally, our fully human monoclonal
antibodizs do not require any humanization, a process that at times has proven to be challenging and time
consuming, and can result in antibodies with lowered binding affinities for their respective targets.

Producis in Development

We and our partners have generated and are developing a number of potentially promising monoclonal
antibodizs using our proprietary fully human antibody technology, 17 of which are currently in various stages of
human clinical trials. In addition, our preclinical development pipeline includes product candidates for a variety
of indications, such as cancer, autoimmune/inflammatory diseases and infectious diseases.

The following table summarizes potential therapeutic indications and development stages for our active

product candidates and those of our partners (based on our and our partners’ public disclosure and other publicly
available information), and is followed by brief descriptions of each specific program.

Medarex Product Candidates in Clinical Development

PRODUCT INDICATION CLINICAL STATUS OWNER
MDX-010 + gp100
Peptides Melanoma Pivotal* © Medarex
MDX-010 Melanoma, Prostate, Phase II Medarex
Breast, Renal Cell
Cancers
MDX-010 HIV Phase /11 Medarex
MDX-010 Combination/ Melanoma and other Eaﬂy Clinical Medarex
Exploratory Studies cancers
MDX-060 Hodgkin’s disease, Phase II Medarex
anaplastic large cell
lymphoma
MDX-070 Prostate cancer Phase /11 Medarex
MDX-214 Cancer Phase I/I1 Medarex
MDX-018 Autoimmune disease Phase I/II Medarex,
co-developing
with Genmab A/S
- MDX-1367  Cancer B 7 Phase I*# v  Medarex***

*  Phase II data has been evaluated, and pivotal trials are expected to be initiated in the first half of 2004,
subject to ongoing end of Phase 1I discussions with the FDA.

**  An IND filing to commence a Phase I clinical trial was accepted by the FDA in February 2004.

**% We are in the process of a possible public offering of a portion of the common stock of our wholly-owned
subsidiary Celldex Therapeutics, Inc. As part of this transaction, we intend to assign our rights to this
product, including the associated IND, to Celldex. In such event, we will not be entitled to license fees or
milestone payments with respect to this product. We may be entitled to receive royalty payments on any
product sales.




Medarex Licensing Partners’ Product Candidates in Clinical Development

PRODUCT INDICATION CLINICAL STATUS LICENSEE
HuMW Cutaneousmhoma Phase II Genmab A/Sinm America?;
(CTCL) Eisai Co. Ltd. in Asia and

Europe ¢

HuMax-IL15 Rheumatoid arthritis Phase II Genmab A/S* under agreement
with Immunex Corporation

CNTO 1275 Anti-inflammatory disease Phase I Centocor, Inc. ¢

HuMax-EGFr Head and neck cancer Phase VII Genmab A/S*

HuMax-CD20 Non-Hodgkin’s lymphoma Phase /I Genmab A/S#

CNTO 148 Anti-inflammatory disease Phase I Ccf,ntocor, Inc. ¢

CNTO 95 Cancers Phase I Centocor, Inc. ¢

Novartis Antibody-1 Autoimmune disease Phase 1 Novartis Pharma AG ¢

Novartis Antibody-2 Autoimmune disease Phase I Novartis Pharma AG ¢

Fibrogen Antibody Idiopéthic pulmonary fibrosis Phase I Fibrogen, Inc.

Undisclosed Undisclosed Phase I Undisclosed ¢

Medarex Product Candidates in Clinical Development

MDX-010 (Anti-CTLA-4 Antibody)—Melanoma,; Prostate Cancer, Breast Cancer; Renal Cancer; HIV;
Combination/Exploratory Studies. MDX-010 is a fully human antibody that targets an immune receptor known
as CTLA-4. This receptor, which is a protein found on the surface of T-cells, can down-regulate the immune
response to tumors or infectious agents. By using a fully human antibody to block the activity of CTLA-4, we
believe that patients’ immune systems may be able to mount a stronger immune response against foreign
pathogens and cancers. We initially focused on the use of this antibody for the treatment of melanoma and
prostate cancer and have expanded clinical studies into other indications such as breast cancer, renal cell cancer
and HIV. We have also expanded the MDX-010 clinical program to include combination studies with
chemotherapy, immunotherapy and vaccines.

We are currently conducting the following human clinical trials for this product:

Melanoma: Medarex is conducting a number of clinical studies investigating MDX-010 for the treatment of
melanoma. A Phase II trial of MDX-010 in combination with a melanoma peptide vaccine based on gp100 has
completed treatment of 41 patients with metastatic melanoma who have failed prior therapies. Patients were
treated with one of two dose regimens. Of the 14 patients treated in the high-dose treatment cohort, two patients
experienced complete responses ongoing for over 15 months and one patient experienced a partial response
ongoing for over 20 months. Of the 27 patients treated in the low-dose treatment cohort, three patients
experienced partial responses, two of which have ongoing responses of approximately one year or more. Out of
the total of 41 patients, 11 reported drug-related autoimmune breakthrough events, or ABEs, such as dermatitis,
pruritis and diarrhea, and responded to medical therapy. Of the patients who experienced ABEs, approximately

£ Wereceived an equity interest in Genmab in exchange for a license of our proprietary antibody technology.
We are not entitled to license fees, milestone payments or royalties from the license of this product.

4 We expect to receive milestone payments, as these products move through clinical trials, and royalties,
should commercialization occur.



50% also experienced anti-tumor responses. Based on these observations, we believe that these ABEs may be
associated with the induction of anti-cancer immune responses. We expect to initiate a pivotal program for
MDX-010 in combination with the gp100 vaccine in the first half of 2004, subject to end of Phase II discussions
- with the FDA.

- A szparate Phase II trial designed to study MDX-010 both as a single agent and in combination with DTIC®
(dacarbazine) has completed treatment of 72 chemotherapy naive patients with metastatic melanoma. In this
ongoing study, certain patients have experienced partial responses or stable disease. Patients in this study are still
‘being followed and evaluated for response duration. -

Gerterally, our clinical trials, including our melanoma trials, are conducted in patients with serious life-
threatening diseases for whom conventional treatments have been unsuccessful or for whom no conventional
treatment exists, and in some cases, our product is used in combination with approved therapies that themselves
have significant adverse event profiles. Some patients in our melanoma trials have experienced anticipated drug-
rélated autoimmune adverse events, such as dermatitis and colitis, ranging from mild in most cases to severe in a
very smell number of instances. Almost all of these adverse events responded to medical therapy. In a very small
number of instances, fatalities have occurred during the course of these trials — such fatalities may or may not be
attributable to our product. We believe that these adverse events will not materially affect our ability to continue
with clinical trials of this product as planned. '

Prostate Cancer: A Phase 11 prostate cancer trial, initiated in October 2002, is designed to study MDX-010
as a single agent and in combination with Taxotere® (docetaxel), is expected to accrue up to 40 chemotherapy
naive patients with hormone refractory prostate cancer, or HRPC.

Breast Cancer: A multi-center, open-label Phase II breast cancer trial was initiated in September 2003, and
is expected to enroll up to 33 patients with metastatic breast cancer. The study is intended to evaluate tumor and
immune responses. '

Renal Cell Cancer: A Phase II renal cell cancer clinical trial is underway. The trial is designed to study
MDX-010 as a single agent and is expected to enroll up to 24 patients with renal cell cancer.

Other Cancers: MDX-010 is under investigation for a variety of cancer indications. In addition to
melanoma, prostate cancer, breast cancer and renal cell cancer, exploratory clinical studies are also underway for
MDX-010 in colorectal cancer, non-Hodgkin’s lymphoma and ovarian cancer.

HIV Viremia: A multi-center, open-label Phase I clinical trial, initiated in June 2003, is underway to enroll
up to 18 patients with HIV who have an extensive treatment history but whose virus is no longer suppressed by
highly active antiretroviral therapy, or HAART. The trial-is designed to establish safety and tolerability of MDX-
010 in patients infected with HIV, and to preliminarily evaluate clinical efficacy.

Additional Combination Studies: As part of our MDX-010 clinical development program, separate clinical
trials of MDX-010 in combination with various agents, including IL-2, chemotherapy and tumor vaccines, are
currently underway. In addition to the Phase I trial of MDX-010 in combination with gp100 melanoma peptides,
a Phase 1/II trial of MDX-010 in combination with a different melanoma peptide vaccine based on multiple
melanoma antigens has completed the full enrollment of 19 patients with advanced resected melanoma. There is
also a Phase I study in 16 previously vaccinated metastatic melanoma and ovarian cancer patients underway to
obtain a preliminary assessment of the biologic activity of MDX-010. Pursuant to a May 2003 research and
development collaboration with Cell Genesys, Inc., we expect to initiate a Phase I clinical study in 2004
involving the use of Cell Genysys’ GVAX® prostate cancer vaccine in combination with MDX-010. Under the
" terms of our collaboration, the cost of this clinical trial will be shared equally by both companies.

MDX-060 (Anti-CD30 Antibody)—Lymphoma. MDX-060 is a fully human antibody that targets CD30,
which is a marker for activated lymphocytes and is present on the malignant cells of Hodgkin’s disease, or HD,
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and anaplastic large cell lymphoma, or ALCL, as well as other CD30-positive cancers. Through its ability to
target CD30 expressing tumor cells, MDX-060 may facilitate the elimination of such cells by the human immune
system. In a preclinical study; MDX-060 showed activity in human tumor engrafted mice.

Findings from an ongoing Phase II clinical trial of MDX-060 in 31 patients with relapsed or refractory HD,
ALCL or other CD30-positive lymphomas indicated that MDX-060 demonstrated clinical activity, including one
complete response and two partial responses. In addition, stable disease was observed in nine patients. One
episode of a possible serious drug-related adverse event (elevated liver transaminase levels, grade IIT) was
~ reported in a patient with a history of Graft versus Host Disease, which resolved with steroid treatment. No

. maximum tolerated dose has been identified. All patients had failed multiple prior treatments and most had failed

bone marrow transplantation. Enrollment of approximately 30 patients is ongoing in the Phase II portion of the
trial to further explore the safety and activity profile of MDX-060.

MDX-070 (Anti-PSMA Antibody)—Prostate Cancer. MDX-070 is a fully human antibody that targets
Prostate Specific Membrane Antigen, or PSMA. PSMA is a cell surface marker that is preferentially expressed
on malignant prostate tissues and also on blood vessels in other tumors. Preclinical data suggests that the
antibody will target live prostate tumor cells. An ongoing, single-dose, dose-escalation Phase VI study is
expected to accrue up to 40 patients with metastatic prostate cancer. The study is intended to evaluate safety and
tumor response based on objective tumor response and decreases in PSA serum levels. In 2004, we expect to
initiate a separate multi-dose, dose-escalation Phase II clinical study of MDX-070 in patients with hormone
refractory prostate cancer.

MDX-214 (Anti-EGFr/CD89 Antibody)—Cancer. MDX-214 is a bifunctional protein consisting of
human epidermal growth factor, or EGF, genetically linked to a fully human antibody fragment that targets
CD89, a trigger molecule expressed on immune effector cells. Through the use of EGF, the natural ligand to the
epidermal growth factor receptor, or EGFr, MDX-214 is believed to have the ability to direct CD89 positive
effector cells to EGFr-overexpressing tumor cells, potentially facilitating the interaction of the immune system
with the cancer. A Phase I/II clinical trial is underway for the treatment of cancers that overexpress EGFr. The
study is expected to enroll up to 48 patients with refractory or relapsed EGFr-expressing cancers, including
cancers of the head and neck, breast, coton, prostate, lung and ovary.

MDX-018 (Anti-inflammatory Antibody)—Autoimmune Disease. MDX-018, also known as HuMax-
Inflam, is a fully human antibody that we are co-developing with Genmab. The Phase I/Il European clinical trial
is expected to enroll up to 44 patients. The disease and target mechanism for MDX-018 have not yet been made
public.

MDX-1307 (Anti-Mannose Receptor/hCG-B Antibody)—Colorectal, Pancreatic and/or Bladder
Cancers. MDX-1307 is a fusion protein composed of a mannose receptor-specific human antibody conjugated to
the beta chain of human chorionic gonadotropin, or hCG. The vaccine is designed to induce antibody and
cytotoxic T cell responses directed at cancer cells in patients with BhCG-expressing tumors. In February 2004,
the- FDA accepted our IND application to initiate a dose-escalation, multi-dose Phase I study which is expected to
enroll up to 18 patients with metastatic or locally advanced colorectal, pancreatic or bladder cancers.

Selected Medarex Product Candidates in Preclinical Development

We have an active preclinical development program that we anticipate may lead to the identification of new
antibody product candidates and novel combinations with antibodies currently in development. We expect these
development efforts to lead to additional clinical candidates in both the near and long term:. Our programs
include, among others, the following:

MDX-1100 (Anti-IP-10 Antibody)—Inflammatory Diseases. We are working with our partner, Ability
Biomedical Corporation, to develop MDX-1100, a fully human antibody product candidate that targets IP-10
(also known as CXCL10), a chemokine expressed in association with multiple inflammatory disease indications
such as rheumatoid arthritis and multiple sclerosis.




MDX-1185 and MDX-1103 (Anti-Type 1 IFN Antibodies)—Systemic Lupus Erythematosus. MDX-1185
and MDX-1103 are fully human antibodies that target two different Type 1 IFN pathways that are believed to be
involved with systemic lupus erythematosus, or SLE, disease activity. MDX-11835 is an antibody that we believe
blocks the receptor of Type 1 IFN, and MDX-1103 is an antibody that we believe blocks multiple Type 1 IFN
subtypes.

Medarex Licensing Partners’ Product Candidates in Development

Our licensing partners are currently conducting the following human chmcal trials of product candidates
developed using our UltiMAb Human Antlbody Development System:

HuMax-CD4 (Anti-CD4 Antibody)i —Cutaneous T-cell Lymphoma. Genmab is developing HuMax-CD4,
a fully human antibody that targets the CD4 receptor on cells known as T-cells, which are believed to be
involved in promoting autoimmune disease. Genmab has reported that preclinical and clinical studies to date
suggest that an antibody that targets CD4 may be useful for the treatment of cutaneous T-cell lymphomas, or
CTCL.

In December 2003, Genmab announced interim results from two Phase II clinical studies for HuMax-CD4
for the treatment of CTCL. Based on the interim data, Genmab announced that it is enrolling additional patients
in both studies and has increased the weekly dose in each trial. Treatment of these additional patients is expected
to continue for up to 16 weeks. In February 2004, Genmab announced that HuMax-CD4 achieved positive
interim results in the extended Phase II studies for CTCL.

In December 2003, Genmab announced that it had no further plans to develop HuMax-CD4 for the
treatment of psoriasis because statistically significant results were not achieved in a Phase IIb clinical study.

HuMax-IL15 (Anti-IL-15 Antibody)f —Rheumatoid Arthritis. HuMax-IL15 is a fully human antibody
against Interleukin-15 (IL-15), an immune system signaling molecule that appears early in the cascade of events
that ultimately lead to inflammatory disease. Immunex Corporation, a wholly owned subsidiary of Amgen, Inc.,
- acquired the rights associated with HuMax-IL15 from Genmab, which continues to support some related
activities as part of the binding agreement. According to Amgen, findings from a Phase I trial in patients with
theumatoid arthritis indicated that HuMax-IL15 was generally well tolerated with early evidence of biologic
activity.

CNTO 1275 (Anti-IL-12 Antibody) ¢ —Anti-inflammatory Diseases. In September 2002, Centocor
reported. that it was developing CNTO 1275, a high affinity, fully human antibody for the treatment of anti-
inflammatory diseases such as moderate to severe psoriasis and multiple sclerosis. According to publicly
available information, clinical trials are underway, including a randomized, double-blind, placebo-controlled,
parallel Phase II clinical trial of single and multiple dose regimens in patients with moderate to severe psoriasis.

HuMax-EGFr (Anti-EGFr Antibody)i —Head and Neck Cancer. According to Genmab, HuMax-EGFr, a
fully human antibody targeting EGFr, a receptor molecule that has been found in excess on many tumor cells, is
under development for the treatment of carcinoma of the head and neck, breast, colon, prostate, lung and ovary.
In September 2003, Genmab announced the commencement of a Phase I/II clinical trial for the treatment of head
and neck cancer with HuMax-EGFr. According to Genmab, preclinical studies have indicated that blocking the
interaction between EGFr and its ligands has the potential to inhibit tumor growth leading to cell death.

1 Wereceived an equity interest in Genmab in exchange for a license of our proprietary antibody technology.
We: are not entitled to license fees, milestone payments or royalties from the license of this product.

¢ We expect to receive milestone payments, as these products move through clinical trials, and royalties,
should commercialization occur.




HuMax-CD20 (Anti-CD20 Antibody): —Lymphoma. Genmab is developing HuMax-CD20, a fully
human antibody targeting CD20, a molecule found on B cells. In December 2003, Genmab announced the filing
of an Investigational New Drug application, or IND, in the US and a Clinical Trial Application in England to
start an open label Phase I/II clinical trial using HuMax-CD20 in patients with relapsed or refractory follicular
lymphoma. According to Genmab, preclinical studies have indicated that HuMax-CD20 may kill tumor cells that
are resistant to rituximab.

CNTO 148 (Anti-TNFo. Antibody) ¢ —Anti-inflammatory Diseases. In September 2002, Centocor
reported that it was developing CTNO 148, a high affinity, fully human antibody for anti-inflammatory diseases,
including Crohn’s disease, rheumatoid arthritis and uveitis. According to publicly available information, Phase 1
trials of CTNO 148 are currently underway, and a Phase I/Ila clinical trial is underway in patients with
intermediate uveitis, posterior uveitis or panuveitis.

CNTO 95 (Anti-integrin receptors Antibody) 4 —Cancers. In December 2003, we announced that
Centocor had commenced a multi-dose Phase I trial of CTNO 95, a high affinity, fully human antibody targeting
the integrin receptors (avB3 and o«vB5) that are implicated in tumor-induced angiogenesis. Angiogenesis is the
formation of new blood vessels and plays an important role in tumor growth and metastasis.

Novartis Antibodies ¢ —Autoimmune Disease. In December 2002, and May 2003, respectively, we
reported that Novartis had begun Phase I clinical trials with two separate antibody product candidates for the
treatment of an autoimmune disease.

Fibrogen Antibody ¢ —Idiopathic Pulmonary Fibrosis. In December 2003, we announced that Fibrogen
had commenced a Phase I clinical trial of a fully human antibody therapeutic in patients with idiopathic
pulmonary fibrosis (IPF). The product candidate is Fibrogen’s lead anti-CTGF (connective tissue growth factor)
therapeutic antibody, also known as FG-3019. The muiti-center, open-label, dose-escalating study is expected to
enroll up to 27 patients with IPF and is designed to evaluate the safety, tolerability, pharmacokinetics and
immunogenicity of the antibody.

Strategic Investments

_ Genmab

In Febmary 1999, we and a group of unrelated third party investors formed Genmab a Danish
biotechnology company, to develop and commercialize a portfolio of fully human antibodies derived from our
HuMAb-Mouse® technology. Initially, the investor group invested approximately DKK 35.4 million or $5.3
million (based on the then current exchange rate of $1.00 = DKK 6.73), and received approximately 44% of
Genmab’s share capital. At the same time, we contributed a license to our human antibody technology for
producing antibodies to particular targets in exchange for comparable consideration of approximately 44% of
Genmab’s share capital. During Genmab’s initial 12 months of operation, the investor group invested on
additional DKK 49.0 million or $7.0 million (based on the then current exchange rate of $1.00 = DKK 6.99) for
additional equity in Genmab. In connection therewith, we expanded our license to provide Genmab with broader
rights to our human antibody technology in exchange for further equity, thereby maintaining our level of
ownership in Genmab’s share capital. Specifically, in exchange for equity, we granted Genmab 16 fully paid-up
commercial licenses for antibody products. In addition, in May 2000, Genmab completed a private placement in
which it received approximately DKK 321.0 million or $38.4 million (based on the then current exchange rate of
$1.00 = DKX 8.35) from the original investor group and additional new investors. In connection therewith, we

1 Wereceived an equity interest in Genmab in exchange for a license of our proprietary antibody technology.
‘We are not entitled to license fees, milestone payments or royalties from the license of this product.

¢ We expect to receive milestone payments, as these products move through clinical trials, and royalties,
should commercialization occur.



made -an additional cash investment of $18.0 million in order to maintain our approximate 44% ownership
interest in Genmab. In August 2000, we received additional equity in connection with the Genomics Agreement
(as described below) valued at $2.0 million (based upon the recently completed private placement), representing
payment for the first year which increased our equity interest in Genmab to approximately 45%.

In August 2000, we entered into a binding memorandum of understanding, or the Genomics Agreement,
with Genmab, pursuant to which we granted Genmab rights to market our transgenic mouse technologies for
multi-target (five or more targets) genomics partnerships to certain pharmaceutical and biotechnology companies
whose headquarters are located in Europe. Under the terms of the Genomics Agreement, Genmab may market
our human antibody technology (a) for large multi-target (five or more targets) partnerships to any European
based company except for: (i) certain Medarex partners, including Novartis, Merck KGaA, Schering, Aventis
Behring, Immuno-Design Molecules S/A, or IDM, and Scil Biomedicals GmbH; and (i) any European based
pharmaceutical company with worldwide revenues in excess of $1 billion in 1999, provided, however, that
Genmab may market our human antibody technology to Sanofi/Synthélabo and Boehringer Ingelheim, and (b)
for non-Jarge multi-target (less than five targets) partnerships, to any company worldwide. We also have the right
to part1c ipate in Genmab’s large multi-target (five or more targets) partnerships, thereby sharmg in certain costs
and cormmercial bénefits. We retain all rights to market our technology to companies headquartered outside of
Europe and to all companies for non-large multi-target (less than five targets) partnerships in Europe. Certain
license fees, milestones and royalties due to us under our previously existing agreement with Genmab were
reduced. The Genomics Agreement also provides that, under certain circumstances, we must negotiate in good
faith to rnanufacture antibodies for Genmab’s partnerships.

In addition, under the terms of the Genomics Agreement, we granted Genmab an option to receive certain
rights in Europe with respect to the development and commercialization of up to four antibody products we may
obtain through our agreement with Eos Biotechnology, Inc., which was acquired by Protein Design Labs., Inc. in
2003. Finally, the Genomics Agreement grants Genmab certain rights to access technologies acquired by us from
Biosite Incorporated and Kirin Brewery Co., Ltd. ’

The Genomics Agreement has an initial term of five years with a right exercisable by Genmab to extend the
term for an additional two years. For each year of the agreement and during the term of any extension, we will
receive $2.0 million per year from Genmab. At Genmab’s option, these amounts may be paid in either cash or
capital stock. During each of the years ended December 31, 2001, 2002 and 2003, the Company recognized $2.0
million cf revenue from this agreement.

In September 2000, we entered into an amended agreement, or the Amended Genomics Agreement, with
Genmab, pursuant to which we agreed to assign to Genmab 100% of our economic interest in each product we
jointly develop with Oxford GlycoSciences plc, or a Medarex/OGS product, and sell in Europe, and 50% of our
economic interest in each Medarex/OGS product sold outside of North America and Europe. We retained 100%
of our economic interest in Medarex/OGS products to be sold in North America. Oxford GlycoSciences plc, or
OGS, was subsequently acquired by Celltech Group ple, or Celltech. Under the terms of the Amended Genomics
Agreement, if a Medarex/OGS product is intended to be sold only in Europe, Genmab will reimburse us for
100% of our research, development, manufacturing and commercialization expenses associated with such
product. If the Medarex/OGS product is to be sold only in North America, Genmab will not be obligated to
reimburse us for any such expenses. In all other cases, Genmab will reimburse us for 50% of such expenses. In
addition, we sold one-half of our equity interest in OGS to Genmab for $2.5 million, which was our original cost
of such equity interest. In 2002, the value of our remaining interest in OGS was written down to approximately
$0.2 million due to a decline in its fair value, which was considered to be “other than temporary.” In June 2003,
we exchanged our remaining equity interest in OGS for approximately $0.3 million in cash in connection with
the acquisition of OGS by Celltech.



In October 2000, Genmab became a publicly listed company on the Copenhagen Stock Exchange. As a
result of raising the equivalent of $187.0 million (based on the then current exchange rate) and subsequent
investments in Genmab by other parties, our ownership interest in Genmab has been reduced to approximately
32%. We currently account for our investment in Genmab under the equity method of accounting.

IDM

During the second half of the 1990s, the focus of our business shifted from humanized and murine
monoclonal antibody-based products to fully human antibody development. As a result, in July 2000, we entered
into an agreement with IDM whereby we licensed to IDM certain of our humanized and murine antibodies in
exchange for equity units in IDM. Under the agreement, IDM acquired worldwide rights to the use of our MDX-
210 anti-HER-2 product in connection with cell therapy. IDM also acquired the right to receive royalty payments
from third party sales of MDX-210 in Europe, outside the field of cell therapy. Additionally, IDM acquired
certain rights in all fields to additional products which we are not actively developing at this time.

As a result of this transaction, we recorded a gain from the transfer of this technology of approximately
$40.5 million (based upon an independent valuation) as non-cash contract revenue over a two year period ending
in September 2002 for financial reporting purposes (see Note 12 to the Consolidated Financial Statements). In
October 2000, we participated in a private placement of equity interests in IDM and purchased additional equity
of approximately $5.2 million. Our current equity position in IDM is approximately 9%. In the event that we
exercise certain warrants held by us to purchase convertible or redeemable bonds of IDM and such bonds are
converted or redeemed, our equity position in IDM would be approximately 26%, based on the shares of [DM
currently outstanding. These warrants are exercisable between September 2002 and September 2010, and such
bonds may be converted or redeemed within six months of such exercise.

Celldex

We are in the process of a possible public offering of a portion of the common stock of our wholly-owned
subsidiary Celldex Therapeutics, Inc. As part of this transaction, we intend to assign or license to Celldex certain
intellectual property related to our vaccine technology, including the rights to MDX-1307, one of our product
candidates for the treatment of cancer, as well as the IND associated with this product which became effective in
February 2004. If the offering proceeds, we anticipate that we will continue to hold approximately 75% of the
outstanding shares of common stock of Celldex. We cannot assure you that this transaction will be consummated.

Our Human Antibody Partnering Business g

As of March 1, 2004, we have more than 45 partnerships with pharmaceutical and biotechnology companies
to jointly develop and commercialize products or to enable other companies to use our proprietary technology in
their development and commercialization of new therapeutic and, in some cases, diagnostic products. We expect
that substantially all of our operating revenues over the next few years will come from licensing fees and
milestone payments from our existing and future partners. These partnerships typically provide our partners with
access to our human antibody technology for the purpose of generating fully human antibodies to specific disease
targets identified by such partners. In some cases, we provide our mice to our partners who then immunize the
mice to generate fully human antibodies. In other cases, we may immunize the mice with a partner’s antigen.

In general, our partnerships fall into two major categories: (1) collaborative partnerships in which we
collaborate with partners to jointly generate, develop and commercialize human antibody products; and (2)
licensing partnerships in which we license our human antibody generation technology to our partners in exchange
for license fees, milestone payments and royalties.

Our Collaborative Partnerships to Jointly Develop Fully Human Antibodies with Qur Partners

We are increasing our access to novel therapeutic targets by establishing collaborations with companies and
institutions that have identified potential therapeutic targets or have created platforms for the identification of
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such targets. We actively seek opportunities to in-license and/or acquire such targets and intend to develop novel
therapeutic products by producing fully human antibodies that interact with such targets. As of March 1, 2004,
we had agreements with more than 25 collaborators with whom we plan to jointly develop and commercialize
human antibody products, including, among others, Ability Biomedical, Avalon Pharmaceuticals, Inc., Corixa
Corporation, Immusol, Inc., Tularik, Inc. and Xerion Pharmaceuticals AG. Typically, a collaborator will provide
a target antigen, and we will generate and develop antibodies against that antigen using our UltiMAb Human
Antibody Development System. We and our collaborators typically agree to share equally costs of clinical
development and manufacturing as well as revenues, expenses and profits associated with the products arising
under the collaboration. We believe this allows us to participate in the research and development of substantially
more potential candidates than we could develop on our own if we bore the entire cost of development.

Our Licensing Partnerships for the Development of Fully Human Antibodies by Qur Partners

Our licensing partners typically obtain licenses to one or more of our antibody generating technologies
which allow these partners to develop and commercialize antibody-based products using our technology. We
could receive license fees, milestone payments and royalties in connection with each of these products. Under
these licenses, there is usually an initial period during which our licensing partner may elect to enter into a
research license for antibodies to a particular designated target. Subsequently, our partner may elect to obtain a
commercial license for one or more specific monoclonal antibodies. In some cases, once a partner has obtained a
commercial license for monoclonal antibodies to a given target, we can no longer license our human antibody
technology to a different company for that particular target. As of March 1, 2004, we had more than 20 licensing
partnerships with partners including industry leaders such as Amgen, Centocor, Pfizer, Eli Lilly, Human Genome
Sciences, Abbott Laboratories, Novartis, Novo Nordisk and Schering AG.

The financial terms of our licensing partnerships typically include license fees and a series of milestone
paymenis commencing upon initiation of clinical trials and continuing through to commercialization. These fees
and milestones may total up to $7 to $10 million per antibody if the antibody receives approval from the FDA
and equivalent foreign agencies. A licensing partnership may involve multiple antibodies. Under these
partnerships, we will also receive royalties on any product sales. In some cases, our partners reimburse us for
research and development activities we conduct on their behalf. Generally, under the terms of these agreements,
our partaers are responsible for all costs of product development, manufacturing and marketing of any products.

Our Agreement with Kirin

Effective September 4, 2002, we entered into a Collaboration and License Agreement with Kirin, which
provides for us to exchange with Kirin certain cross-licenses for each other’s technology for the development and
commercialization of human antibody products. Pursuant to a letter of intent that was superceded by the
Collaboration and License Agreement, we and Kirin developed the KM-Mouse®, a unique crossbred mouse
which combines the traits of our HuMAb-Mouse® with Kirin’s TC Mouse™. Under the Collaboration and
License Agreement, we are exchanging cross-licenses with Kirin with respect to the KM-Mouse and other
antibody-generating mice. In addition, certain of the cross-licenses granted under the Collaboration and License
Agreement are subject to license, milestone and royalty payments by one party to the other.

Through December 31, 2003, we have not made any milestone payments to Kirin and have made licensing and
other payments of approximately $0.2 million. Based on a total of three products we are developing which use or
we belizve may use Kirin technology and that (i) are currently in clinical trials, or (ii) we anticipate may enter
clinical trials through the end of 2005, we may be required to make milestone payments to Kirin aggregating up to
approximately $12.8 million with respect to such products, or a maximum of approximately $4.3 million per
product. Our future milestone payment obligations to Kirin may or may not be triggered, and may vary in size,
depending on a number of variables, almost all of which are currently unknown, including the following:

* whether or not a decision is made to request a license from Kirin;

-+ the type of license requested (research or commercial);
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*» the success and timing of development efforts and clinical trials of product candidates covered by any
such licenses; ’

the type of product developed, (payment obligations differ depending on whether a product i$ an ex vivo
therapeutic, in vivo therapeutic, research reagent or diagnostic); and

« other financial provisions of the Kirin agreement that provide for variations in fee levels and netting of
certain payments over specified periods of time that may impact the total amount potentially payable to
Kirin for any particular license fee or milestone payment.

Whether we may be obligated to make milestone payments to Kirin in the future is subject to the success of
our efforts with respect to products we are developing that utilize the Kirin technology and, accordingly, is
inherently uncertain.

Unless terminated earlier, the Collaboration and License Agreement expires on December 31, 2014, The
Collaboration and License Agreement can be terminated by either party in the event of a material breach by the
other party if the breach is not cured during a specified cure period. In addition, either party may terminate any
commercial license with respect to a specific biologic target granted to it by the other party under the agreement
at any time. .

* Other in-licensed technology

We have also entered into a number of other agreements that contain licenses of third-party technology
which may be used together with our own platform technologies for the generation, development and/or
manufacture of our antibody products. In addition, we have entered into other third-party agreements that contain
licenses associated with antibody products that target specific antigens. Many of these agreements contain
milestones payments that become due with respect to products using/targeting the licensed technology/antigen
only if and when certain specified pre-commercialization events occur. Not all of our products currently under
development trigger such milestone payments. Through December 31, 2003, we have made no milestone
payments under these agreements. In addition, under the agreements we currently have in place (other than with
Kirin), based on a total of five products we are developing for which milestones are potentially due and that (i)
are now in clinical trials, or (ii) which we anticipate may enter clinical trials before the end of 2005, we may be
obligated to make future milestone payments aggregating up to approximately $30.6 million with respect to such
products. In general, potential milestone payments for our antibody products may or may not be triggered under
these licenses, and may vary in size, depending on a number of variables, almost all of which are currently
uncertain. Typically, the events that trigger these payments per product include:

*  Submission of IND(s) or foreign equivalents;

»  Commencement of Phase I, Phase Il and/or Phase III clinical trials or foreign equivalents;

¢ Submission of BLA(s) or foreign equivalents; and

+  Receipt of marketing approval(s) to sell products in a particular country or region.

In addition, the licenses above may trigger royalty payments in connection with the commercialization of
certain of our products. To date, we have not made any royalty payments on sales of our products and believe we
are at least a few years away from selling any products that would require us to make any such royalty payments.

Whether we will be obligated to make milestone or royalty payments in the future is subject to the success of our
product development efforts and, accordingly, is inherently uncertain.

Our Human Antibody Technology
The UltiMAb Technology Platform
Our solution to making antibodies with fully human protein sequences is to use transgenic strains of mice in

which mouse antibody gene expression is suppressed and effectively replaced with human antibody gene
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expression. Our human antibody technology includes (i) our HuMAb-Mouse technology, (ii) Kirin’s TC Mouse
technology, and (iii) the KM-Mouse technology, a crossbred mouse that combines the characteristics of our
HuMAb-Mouse with the TC Mouse. In total these technologies constitute our UltiMAb Human Antibody
Development System.

Qur HuMAb-Mouse Technology. In these transgenic mice, the mouse genes for creating antibodies have
been disrupted and functionally replaced by human antibody genes. Our HuMAb-Mouse transgenic
strains contain key gene sequences from unrearranged human antibody genes that code for both the
heavy and light chains of human antibodies. Because genes determine what proteins are made, our
transgenic mice make human antibody proteins. We have thus created mice that have the ability to make
fully human monoclonal antibodies. This result avoids the need to humanize murine monoclonal
antibodies, and because the human genes in our HuMAb-Mouse are stable, they are passed on to
offspring of the mice. Mice can, therefore, be bred indefinitely at relatively low cost and without
additional genetic engineering. Our HuMAb-Mouse can generate fully human antibodies with affinities
in the picomolar range, as high as 1012

Kirin’s TC Mouse Technology. Through our collaboration with Kirin, we have access to the Kirin TC
Mouse. Kirin has developed mice that contain complete sets of the variable and constant genes found in
the corresponding natural human immunoglobulin loci. These mice are “transchromosomic,” meaning
that the mouse genes for creating antibodies have been disrupted and functionally replaced by the
human chromosomes containing all of the human antibody genes, including all heavy chain classes that
encode all isotypes (IgG1-4, IgAl-2, IgD, IgM and IgE). The TC Mouse also has the ability to make
fully human monoclonal antibodies.

The KM-Mouse. Together with our partner, Kirin, we have developed the KM-Mouse, a crossbred
mouse that combines the characteristics of our HuMAb-Mouse with Kirin’s TC Mouse that retains the
capability to produce all human antibody isotypes with an immune response we believe previously
unseen in any human antibody producing mouse system.

Other Technologies. To enhance our ability to create products from genomics research, we have also
coupled the UltiMAb Human Antibody Development System with other technologies, such as Biosite
Incorporated’s Omniclonal™ phage display technology. We believe the result of this combination,
referred to as Trans-Phage Technology®, is a high throughput method for generating large volumes of
human antibody fragments, which can then be used to help “validate” new target opportunities, i.e., to
determine which targets are most appropriate for therapeutic antibody development. In addition, we
acquired Corixa’s proprietary Ultra-Potent Toxin™ technology for creating antibody-toxin conjugates.
The toxins we acquired include small molecules known as duocarmycins, which have been designed to
overcome multi-drug resistance. We believe this technology provides us with a platform for generating
cytotoxic drugs that specifically target various cancers.

The UltiMAb Advantage

Our unique technology platform constitutes what we believe to be the most complete technology solution
available in the marketplace for generating fully human antibodies and enables us to produce antibodies that we
believe set the industry standard in that they are (i) 100% human, (ii) of a very high affinity, and (iii) can be
produced and manufactured relatively quickly and efficiently. '

We: believe that our human antibody technologies offer the following advantages over other antibody
technologies: '

Fully Human Antibodies. Unlike humanization techniques, our UltiMAb Human Antibody Development
System generates antibodies with 100% human protein sequences, which we believe will permit the

- development of products with a favorable safety profile. Additionally, we believe-fully human antibody-

based products are likely to be eliminated less rapidly from the human body, potentially reducing the
frequency and amount of dosing.
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*  High Affinity Antibodies. Our human antibody technology takes advantage of the human body’s natural
affinity maturation process (whereby antibodies evolve over time to have higher affinity to targets),
creating antibodies that can have affinities up to 1,000 times higher than the chimeric or humanized
antibodies now approved for sale in the United States. Our high affinity antibodies have been generated
against a wide range of target antigens. Our human antibodies are produced without the need for any
subsequent engineering to make them more human—a process that at times has proven to be
challenging and time consuming. Thus, we reduce the risk that an antibody’s structure and function will
be altered between the time of the selection. of the initial antibody. and the time.the final version of the
antibody is placed into production.

*  Rapid Development Capabilities. By combining our technology for creating fully human antibodies with
our in-house development and clinical supply manufacturing expertise, we believe that we can rapidly
progress from immunization to the clinic.

*  Diverse Selection of Antibodies Responding to Many Disease Targets. We believe that our technology
has the potential to generate high affinity human antibodies of all isotypes and subclasses that recognize
more antigen structures. In addition, we have been able to create large panels of monoclonal antibodies
to many potentially medically relevant antigens. For a given antigen target, the ability to select a product
candidate from a pool of multiple antibodies could be important in selecting the optimal antibody
product candidate for development.

*  Flexibility for Our Partners. Our human antibody technology can be used either in our laboratories or in
the laboratories of our partners. This provides our partners with the flexibility to incorporate our
technology into their research and development programs or to contract with us to produce the
antibodies.

*  Greater Certainty of Intellectual Property Rights. We are not aware of any licenses required to create
fully human antibodies using our UltiMADb technology platform to a target owned by the user except
under patents currently owned or licensed by us. In contrast, various entities hold patents that may cover

the chimerization or humanization of monoclonal antibodies. In addition, several companies and
academic institutions have developed phage libraries for the creation of monoclonal antibodies, and a
number of companies and academic research centers have received patents that may apply to the
creation of phage-derived monoclonal antibodies.

Our Research, Development and Manufacturing of Human Antibodies

Our product development efforts are supported by our experience in both generating and developing numerous
human antibodies and in manufacturing clinical supply materials. We believe this experience, together with
increased access to novel therapeutic targets, will allow us to rapidly generate and develop a large, diverse pipeline
of fully human antibody products. We intend to develop some of these product candidates for our own account and
some in collaboration with other companies, leveraging their respective research and development resources.

Our antibody generation resources include highly trained teams of scientists in our research facilities located
in Milpitas and Sunnyvale, California, as well as in Annandale and Bloomsbury, New Jersey, working with our
UltiMAb Human Antibody Development System to generate antibodies for our own development and for our
partners. These scientists are experienced in molecular biology, protein chemistry, animal biology,
pharmacology, toxicology and process science/formulation. Other development resources include in-house
medical professionals with product development expertise in oncology, infectious diseases, rheumatology,
immunology and pulmonology, and consulting arrangements with leading academic researchers.

In addition to our experience in generating antibodies, we have considerable experience in clinical
development and clinical supply antibody manufacturing. To facilitate the development and commercialization
of antibody-based products for us and for our partners, we have assembled a team of experienced scientific,
production and regulatory personnel. This team operates in Bloomsbury, New Jersey, and in our clinical trial
material manufacturing facility in Annandale, New Jersey.
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Our Bloomsbury, New Jersey, research and development facility is situated on approximately 106 acres of
land and currently contains space for approximately 165,000 square feet of laboratory and office space. We
completed a renovation of these facilities in 2002 and currently use approximately 75,000 square feet in these
facilities, accommodating approximately 140 employees engaged in antibody research, development and
manufacturing. '

We lease approximately 45,000 square feet of laboratory, clinical trial production and office space in
Annandale, New Jersey, where we manufacture antibody products for use in clinical development and clinical trials
conductzd by us and by certain of our partners. Our Annandale facility currently has the capacity to develop up to
15 new antibody projects per year and operates in all material respects in accordance with current good
manufacturing practices, or cGMP, regulatory requirements for the manufacturing of clinical trial materials. We
believe that our existing facility in Annandale is adequate for the production of materials for clinical trials of our
products and for providing the support we offer to our partners in connection with our human antibody technology
in the near-term. We are currently negotiating with third-party manufacturers to establish clinical and commercial
supply contracts necessary for our future production requirements. In September 2003, we entered into a clinical
supply egreement with Lonza Group Ltd. with respect to MDX-010, and discussions are ongoing with respect to
terms of a commercial supply agreement. We do not currently have the capability to manufacture our products
under development in large commercial quantities and have no experience in commercial-scale manufacturing.

Significant Partner Revenue

Revenue from partners representing 10% or more of total revenues for the years ended December 31, 2001,
2002 and 2003 is as follows:

Genmab ... ... 12% 37% 48%
AMEEN ..ot 2% 3%  15%
Lilly ..., e % 11% 7%
Kirin .o 14% — 2%
DM e 48% 36% —

Further information regarding revenues from partners is included in Notes 10 through 12 to the
Consoliclated Financial Statements. ' ‘

Our Cross License Agreement With Abgenix

In 1994, prior to our acquisition of GenPharm International, Inc., Abgenix, Inc. and related entities brought
a lawsuit against GenPharm relating to intellectual property issues involved in creating transgenic mice capable
of generating fully human antibodies. GenPharm filed counterclaims, and the litigation was settled in March
1997 upon the execution of a patent cross-license and settlement agreement. Under the terms of this agreement,
GenPharm granted a license, on a non-exclusive basis, to certain patents, patent applications, third party licenses
“and inventions pertaining to the development and use of certain transgenic rodents, including mice, that produce
fully human antibodies. In exchange for this license, GenPharm received payments in 1997, and after our
acquisition of GenPharm, we received payments, including interest, from Abgenix and its related parties, which
totaled approximately $38.6 million. Neither Abgenix nor any of its related entities have any further payment
obligations to us under the agreement. Neither we nor GenPharm were required to make any payments to
Abgenix or any related entity under the terms of the agreement. The agreement also provides us with a non-
exclusive license to certain intellectual property held by Abgenix.

Intellectual Property

Proprietary protection for our products, processes and know-how is important to our business. Our policy is
to file patent applications to protect technology, inventions, and improvements that we consider important to the
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development of our business. We also rely upon trade secrets, know-how and continuing technological
innovation to develop and maintain our competitive position. We plan to aggressively prosecute and defend our
patents and proprietary technology.

Currently, we hold a total of 52 issued patents and allowed patent applications in the United States, and over
170 issued patents in foreign countries with respect to our HuMAb-Mouse technology and products, our
bispecific molecule technology and products, and to other technology and products.

Of these, 16 of our issued patents and allowed patent applications in the United States and 21 of our issued
patents in foreign countries, including European countries, Japan, Korea, Canada and Australia, among others,
relate to various aspects of our HuMAb-Mouse technology and products. These patents, almost all of which are
in the same patent family, claim the transgene, the transgenic mouse, methods of obtaining high affinity
antibodies, and compositions of matter for high affinity antibodies, among others. These patents have expiration
dates beginning in 2011. We also have more than 70 related pending United States and foreign patent
applications directed to various aspects of -our HuMAb-Mouse technology and products. These include patent
applications describing several of our particular human antibody product candidates, such as our anti-PSMA,
anti-CTLA-4 and anti-CD30 product candidates.

Additionally, we hold exclusive and non-exclusive licenses to various pertinent technologies relating to our
HuMAb-Mouse technology. For example, these technologies include microinjection of transgene DNA,
homologous recombination, chromosome transfer, yeast artificial chromosome transgene technology and other
relevant technologies. We also hold an exclusive sub-license of technology created at the University of California
relating to aspects of our anti-CTLA-4 human monoclonal antibody product candidate and a license from medac
GmbH relating to certain aspects of our anti-CD30 human antibody product candidate. We have been assigned
patent rights from Northwest Biotherapeutics relating to aspects of our anti-PSMA human antibody product
candidate and have a non-exclusive license from Millennium Pharmaceuticals relating to aspects of our anti-
PSMA human antibody product candidate. In addition, we have acquired patent rights from Corixa relating to
tumor-activated prodrugs, Ultra-Potent Toxins and interferon alpha receptor.

We own registrations for the following trademarks in the listed jurisdications: Medarex® in the United
States, the European Union, Canada, Australia and Switzerland; HuMAb-Mouse® and KM-Mouse® in the United
States and European Union; UliMAb Human Antibody Development System®, GenPharm®, Trans-Phage
Technology® and Putting the Immune System to Work® in the United States; and UltiMAb® in the European
Union. ‘
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Regulatory Issues
General

The production, distribution and marketing of products employing our technology, and our research and
development activities, are subject to extensive governmental regulation in the United States and in other
countries. In the United States, our products are regulated both as drugs and as biological products and are
subject to the Federal Food, Drug, and Cosmetic Act, as amended, the Public Health Service Act, also as
amendecl, and the regulations promulgated under these statutes, as well as to other federal, state, and local
statutes and regulations. These laws, and similar laws outside the United States, govern the clinical and non-
clinical testing, manufacture, safety, effectiveness, approval, labeling, distribution, import, export, storage, record
keeping, reporting, advertising and promotion of our products. Product development and approval within this
regulatory framework, if successful, will take many years and involve the expenditure of substantial resources.
Violations of regulatory requirements at any stage may result in various adverse consequences, including FDA’s
and other- health authorities’ delay in approving or refusal to approve a product. Violations of regulatory
requirements also may result in enforcement actions, including withdrawal of approval, labeling restrictions,
seizure of products, fines, injunctions and/or civil or criminal penalties.

The: following paragraphs provide further information on certain legal and regulatory issues with a particular
potential to affect our operations or the future marketing of products employing our technology.

Research, Development, and Product Approval Process. The research, development, and approval process
in the United States and elsewhere is intensive and rigorous, and generally takes many years. The typical process
.required by the FDA before a therapeutic drug or biological product may be marketed in the United States
includes:

* submission to the FDA of an application for an Investigational New Drug Application, or IND, which
must become effective before human clinical trials may commence;

» preliminary human clinical studies to evaluate the drug or biologic and its manner of use; adequate and
well-controlled human clinical trials to establish (i) for a drug, whether it is safe and effective for its
intended uses, and (ii) for a biological product, whether it is also pure and potent;

« FDA review of whether the facility in which the drug or biologic is manufactured, processed, packed or
held meets standards designed to assure the product’s continued quality; and

e submission of an appropriate product application to the FDA, and approval of the application by the
FDA. ’ :

During preclinical testing, studies are performed with respect to the chemical and physical properties of
candidate formulations. Biological testing is typically done in animal models to demonstrate the activity of the
compound against the targeted disease or condition and to assess the apparent effects of the new product
candidate on various organ systems, as well as its relative therapeutic effectiveness and safety. An IND must be
submitted to the FDA and become effective before studies in humans may commence.

Clinical trial programs in humans generally follow a three-phase process. Typically, Phase I studies are
conducted in small numbers of healthy volunteers or, on occasion, in patients afflicted with the target disease, to
determine the metabolic and pharmacological action of the product candidate in humans, the side effects
associated with increasing doses, and, if possible, to gain early evidence of effectiveness. In Phase II, studies are
generally conducted in larger groups of patients having the target disease or condition in order to validate the
clinical 2ndpoint, and to obtain preliminary data on the effectiveness of the product candidate and optimal
dosing. "This phase also helps determine further the safety profile of the product candidate. In Phase III, large-
scale clinical trials are generally conducted in hundreds of patients having the target disease or condition to
provide sufficient data for the statistical proof of effectiveness and safety of the product candidate as required by
United States and foreign regulatory agencies.
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In the case of products for cancer and certain other life-threatening diseases, the initial human testing may
be done in patients with the disease rather than in healthy volunteers. Because these patients are already afflicted
with the target disease or condition, it is possible that such studies will provide results traditionally obtained in
Phase II studies. These studies are often referred to as “Phase I/II” studies. Notwithstanding the foregoing, even
if patients are used in initial human testing and a Phase I/II study carried out, the sponsor is still responsible for
obtaining all the data usually obtained in both Phase I and Phase 1I studies.

United States law requires that studies conducted to support approval for product marketing be “adequate
and well controlled.” In general, this means that either a placebo or a product already approved for the treatment
of the disease or condition under study must be used as a reference control. Studies must also be conducted in
compliance with good clinical practice, or GCP, requirements, and informed consent must be obtained from all
study subjects.

The clinical trial process can take 10 years or more to complete, and there can be no assurance that the data
collected will be in compliance with GCP regulations, will demonstrate that the product is safe or effective, or, in
the case of a biologic product, pure and potent as well, or will provide sufficient data to support FDA approval of
the product. The FDA may prevent clinical trials from beginning or may place clinical trials on hold at any point
in this process if, among other reasons, it concludes that clinical subjects are being exposed to an unacceptable
health risk. Trials may also be prevented from beginning or may be terminated by institutional review boards,
who must review and approve all research involving human subjects. Side effect or adverse events that are
reported during clinical trials can delay, impede, or prevent marketing authorization. Similarly, adverse events
that are reported after marketing authorization can result in additional limitations being placed on a product’s use
and, potentially, withdrawal of the product from the market. Any adverse event, either before or after marketing
authorization, can result in product liability claims against the company.

During the course of, and following the completion of clinical trials, the data are analyzed to determine
whether the trials successfully demonstrated safety and effectiveness, and whether a product approval application
may be submitted. In the United States, if the product is regulated as a drug, a New Drug Application, or NDA,
must be submitted and approved before commercial marketing may begin. If the product, such as an antibody, is
regulated as a biologic, a Biologic License Application, or BLA, must be submitted and approved before
commercial marketing may begin. The FDA Center for Drug Evaluation and Research, or CDER, has
responsibility for' the review and approval of drugs, and, following a recent reorganization at FDA, also has

responsibility for the-review-and approval of certain therapeutic biologies such-as antibodies, cytokines, growth -

factors, enzymes, interferons and certain proteins. The FDA Center for Biologics Evaluation and Research, or
CBER, has responsibility for other biologics, including vaccines. Based on this distribution of responsibility, we
expect that most of our products will be reviewed by CDER. The NDA or BLA must include a substantial
amount of data and other information concerning the safety and effectiveness (and, in the case of a biologic,
purity and potency) of the compound from laboratory, animal and clinical testing, as well as data and information
on manufacturing, product stability, and proposed product labeling.

Each domestic and foreign biopharmaceutical manufacturing establishment, including any contract
manufacturers we may decide to use, must be listed in the NDA or BLA and must be registered with the FDA.
The application will not be approved until the FDA conducts a manufacturing inspection, approves the applicable
manufacturing process for the drug or biological product, and determines that the facility is in compliance with
current good manufacturing practice, or cGMP, requirements. If the manufacturing facilities and processes fail to
pass the FDA inspection, we will not receive approval to market these products.

. Under the Prescription Drug User Fee Act, as amended, the FDA receives fees for reviewing a BLA or NDA_
and supplements thereto, as well as annual fees for commercial manufacturing establishments and for approved
products. These fees can be significant. The NDA or BLA review fee alone can exceed $0.5 million, although
certain limited deferrals, waivers and reductions may be available.
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Under applicable laws and FDA regulations, each NDA or BLA submitted for FDA approval is usually
reviewed for administrative completeness and reviewability within 45 to 60 days following submission of the
application. If deemed complete, the FDA will “file” the NDA or BLA, thereby triggering substantive review of
the application. The FDA can refuse to file any NDA or BLA that it deems incomplete or not properly
reviewable. If the FDA refuses to file an application, the FDA will retain 25% of the user fee as a penalty. The
FDA has established performance goals for the review of NDAs and BLAs—six months for priority applications
and 10 raonths for regular applications. However, the FDA is not legally required to complete its review within
these periods and these performance goals may change over time. Moreover, the outcome of the review, even if
generally favorable, typically is not an actual approval but an “action letter” that describes additional work that
must be done before the application can be approved. The FDA’s review of an application may involve review
and recommendations by an independent FDA advisory committee. Even if the FDA approves a product, it may
limit the approved therapeutic uses for the product as described in the product labeling, require that warning
statements be included in the product labeling, require that additional studies be conducted following approval as
a condition of the approval, impose restrictions and conditions on product distribution, prescribing or dispensing
in the form of a risk management plan, or otherwise limit the scope of any approval.

Significant legal and regulatory requirements also apply after FDA approval to market under an NDA or
BLA. These include, among other things, requirements related to adverse event and other reporting, product
advertising and promotion, and ongoing adherence to cGMPs, as well as the need to submit appropriate new or
supplemzntal applications and obtain FDA approval for certain changes to the approved product, product labeling .
or manufacturing process. The FDA also enforces the requirements of the Prescription Drug Marketing Act, or
PDMA, which, among other things, imposes various requirements in connection with the distribution of product
samples to physicians.

The regulatory framework applicable to the production, distribution, marketing, sale and/or reimbursement
of our products may change significantly from the current descriptions provided herein in the time that it may
take for any of our products to reach a point at which an NDA or BLA is approved.

Overall research, development and approval times depend on a number of factors, including the period of
review at the FDA, the number of questions posed by the FDA during review, how long it takes to respond to the
FDA questions, the severity or life-threatening nature of the disease in question, the-availability of alternative
treatments, the availability of clinical investigators and eligible patients, the rate of enrollment of patients in
clinical trials and the risks and benefits demonstrated in the clinical trials.

Treatment IND Status. Treatment INDs are used to make new drugs and biologic products available to
desperately ill patients as early in the drug development process as possible, before general marketing is
- approved and begins. The FDA may allow an investigational drug to be used under-a treatment IND if there is
preliminary evidence of the drug’s efficacy and the drug is intended to treat a serious or life-threatening disease
for which no comparable or satisfactory alternative therapy exists. We or our collaborative partners may be able
to recover some of the costs of production, manufacture, research, development and handling prior to market
approval if patients are allowed to be charged for the product used in such studies. There are specific conditions
that must be met before a sponsor may charge for an investigational product, including notifying the FDA in
writing in advance. The FDA may notify the sponsor that it is not authorized to charge for the product.

Drugs and Biologics for Serious or Life-Threatening Illnesses. The Federal Food, Drug and Cosmetic Act,
as amended, and FDA regulations provide certain mechanisms for the accelerated “Fast Track” approval of
products intended to treat serious or life-threatening illnesses which have been studied for safety and
effectiveness and which demonstrate the potential to address unmet medical needs. The procedures permit early
consultation and commitment from the FDA regarding the preclinical and clinical studies necessary to gain
marketing approval. Provisions of this regulatory framework also permit, in certain cases, NDAs or BLAs to be
approved on the basis of valid surrogate markers of product effectiveness, thus accelerating the normal approval
process. Certain products employing our human antibody technology might qualify for this accelerated
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regulatory procedure. However, we cannot make assurances that the FDA will agree, and, even if the FDA agrees
that these products qualify for accelerated approval procedures, the FDA may deny approval of our drugs or may
require that additional studies be required before approval. The FDA may also require us to perform post-
approval, or Phase IV, studies as a condition of such early approval. In addition, the FDA may impose
restrictions on distribution and/or promotion in connection with any accelerated approval, and may withdraw
approval if post-approval studies do not confirm the intended clinical benefit or safety of the product.

Other U.S. Regulatory Requirements

In the United States, the research, manufacturing, distribution, sale, and promotion of drug and biological
products are potentially subject to regulation by various federal, state and local authorities in addition to the
FDA, including the Centers for Medicare and Medicaid Services (formerly the Health Care Financing
Administration), other divisions of the United States Department of Health and Human Services (e.g., the Office
of Inspector General), and state and local governments. For example, sales, marketing and scientific/educational
grant programs must comply with the Medicare-Medicaid Anti-Fraud and Abuse Act, as amended, the False
Claims Act, also as amended, the privacy provisions of the Health Insurance Portability and Accountability Act,
or HIPAA, and similar state laws. Pricing and rebate programs must comply with the Medicaid rebate
requirements of the Omnibus Budget Reconciliation Act of 1990, as amended. If products are made available to
authorized users of the Federal Supply Schedule of the General Services Administration, additional laws and
requirements apply. All of these activities are also potentially subject to federal and state consumer protection
and unfair competition laws.

Moreover, we are now, and may become subject to, additional federal, state and local laws, regulations and
policies relating to safe working conditions, laboratory practices, the experimental use of animals, and/or the use,
storage, handling, transportation and disposal of human tissue, waste and hazardous substances, including
radioactive and toxic materials and infectious disease agents used in conjunction with our research work.

Foreign Regulatory Requirements

We and our collaborative partners are subject to widely varying foreign regulations, which may be quite
different from those of the FDA, governing clinical trials, product registration and approval, and pharmaceutical
sales. Whether or not FDA approval has been obtained, we must obtain a separate approval for a product by the
comparable regulatory authorities-of foreign countries prior to the commencement of product marketing in these-
countries. In certain countries, regulatory authorities also establish pricing and reimbursement criteria. The
approval process varies from country to country, and the time may be longer or shorter than that required for
FDA approval. In addition, under current United States law, there are significant restrictions on the export of
products not approved by the FDA, depending on the country involved and the status of the product in that
country.

Competition

We face competition in several different forms. Our human antibody generation activities currently face
competition from several companies and from other technologies. In addition, the actual products being
developed by us or by our partners also face actual and potential competition.

The development of biotechnology and pharmaceutical products is a highly competitive business subject to
rapid technological change. We know of many pharmaceutical and biotechnology companies conducting research
or development on therapeutic monoclonal antibody products. Many of these companies have commenced
clinical trials with, and several have successfully commercialized, antibody products. Some of these companies
are also pursuing product development efforts for the same disease areas as we or our partners are pursuing.

We face competition from many companies that provide the services of generating monoclonal antibodies
for antibody-based therapeutics. One competitor with respect to our human antibody technology is Abgenix. As a
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result of the cross-licensing agreement with GenPharm (our wholly owned subsidiary since 1997), Abgenix
offers tc potential partners the use of its transgenic mouse known as XenoMouse™ to generate fully human
monoclonal antibodies. In addition, we have entered into agreements with each of Kirin and Genmab,
respectively, which grant these companies licenses to our proprietary transgenic mouse technology platform,
enabling them to compete with us in offering antibody generation and development services in certain markets.
Certain of our other partners who have licensed our transgenic mouse technology also could compete with us
with respect to the development of certain antibodies. Other companies are also developing, or have developed
technologies for generating human or partially human antibodies. For example, Xenerex Biosciences (a
subsidiary of Avanir Pharmaceuticals) and XTL Biopharmaceuticals Ltd. each have developed technology that,
according to Xenerex and XTL, will allow them to generate fully human monoclonal antibodies in functionally
modified mice. Several companies are developing, or have developed, technologies, not involving animal
immunization, that result in libraries composed of numerous human antibody sequences. For example, phage and
yeast display technology is being used by companies such as Cambridge Antibody Technology Group plc, or
CAT, Dyax Corp., Genetastix Corporation and MorphoSys AG to develop therapeutic products comprising
human antibody sequences. Companies such as Johnson & Johnson, Medlmmune, Inc., Amgen, Biogen Idec,
Inc.’s, Novartis, Genentech, Inc., Protein Design Labs, Inc. and Wyeth have generated therapeutic antibody-
based products that are currently on the market and are derived from recombinant DNA that comprise human
antibody sequences. Numerous additional companies are developing therapeutic products comprising human
antibody components. )

We are aware of several pharmaceutical and biotechnology companies that are actively engaged in research
and development of antibody-based products, that have commenced clinical trials with, or have successfully
commercialized antibody products. Some of these companies, such as ImClone Systems Incorporated, Johnson &
Johnson, Wyeth, Amgen, Abbott, Celltech Group plc, Biogen Idec, Abgenix, CAT, MorphoSys AG, Tanox, Inc.,
Genentech, Millennium and Protein Design Labs are addressing diseases and disease indications that are being
targeted by us and our partners. Several of these companies are also licensees of our transgenic mouse
technology. Many of these companies and institutions, either alone or together with their partners, have
substantially greater financial resources and larger research and development divisions than we have. In addition,
many of these competitors, either alone or together with their partners, have substantially greater experience than
us in developing pharmaceutical products, undertaking preclinical testing and human clinical trials, obtaining
FDA and other regulatory approvals of such products and the manufacturing and marketing of such products.
Accordingly, our competitors may succeed in obtaining patent protection, receiving FDA or European Union

- marketing approval and commercializing products more rapidly than us.

Other technologies can also be applied to the treatment of the diseases that we or our partners are pursuing.
For example, immunoconjugates—monoclonal antibodies linked to toxins or radioactive isotopes—are being
developed by others. In addition, the application of recombinant DNA technology to develop potential products
consisting of proteins (such as growth factors, hormones, enzymes, receptor fragments and fusion proteins, or
" cytokines) that do not occur normally in the body, or occur only in small amounts, has been underway for some
time. Included in this group are interleukins such as IL-2 and IL-11, interferons alpha, beta and gamma, colony
stimulating factors such as G-CSF and GM-CSF, clotting factors, growth hormones, erythropoeitin, DNAse, tPA,
glucocerebrosidase, PDGF, and a number of other biological response modifiers. Continuing development of
new chemical entities and other drugs by large pharmaceutical companies also carries with it the potential for
discovery of agents for treating disease indications targeted by drugs that we or our partners are developing.

Marketing

Our potential products may be marketed and sold in several possible ways, depending on the product,
including: solely by us, jointly by us and our collaborative partners, or solely by or on behalf of our licensing
partners. We believe that a small sales force could successfully introduce and detail certain of our potential
products that have concentrated marketplaces. Other products, however, may require a larger sales force.
Currently, we have no sales force. We may develop our own internal sales force for these products if they
proceed to commercialization.
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We acknowledge that the successful marketing of some of our potential products is beyond the capabilities
of all but the largest pharmaceutical organizations. For this reason, we along with our collaborative partners may
license to major pharmaceutical companies individual products serving large markets or those that will be widely
distributed and/or detailed geographically, if the products are approved by the FDA.

Employees

As of December 31, 2003, we employed 423 persons, of whom approximately 348 are engaged in research
and development activities. There are 75 employees involved in business development, legal, finance and other
administrative functions. None of our employees is covered by a collective bargaining agreement. We have
entered into employment contracts with certain of our executive officers.

Our success will depend in large part upon our ability to attract and retain employees. We face competition
for employees from other companies, research and academic institutions, government agencies and other
organizations. We believe we maintain good relations with our employees.

Available Information

We were incorporated in the State of New Jersey on July 8, 1987. Our pr{ncipal executive offices are
located at 707 State Road, Princeton, New Jersey 08540. Our telephone number is (609) 430-2880.

We file annual, quarterly and current reports, proxy statements and other information with the Securities and
Exchange Commission, or SEC. You may read and copy our reports, proxy statements and other information at
the SEC’s public reference room at Room 1024, 450 Fifth Street N.W., Washington, D.C. 20549. You can
request copies of these documents by writing to the SEC and paying a fee for the copying cost. Please call the
SEC at 1-800-SEC-0330 for more information about the operation of the public reference room. Our SEC filings
are also available at the SEC’s web site at http://www.sec.gov. In addition, you can read and copy our SEC
filings at the office of the National Association of Securities Dealers, Inc. at 1735 K Street N.W., Washington,
D.C. 20006. :

 You may obtain a free copy of our annual reports on Form 10-K, quarterly reports on Form 10-Q and
current reports on Form 8-K and amendments to those reports -on the day of filing with the - SEC on our website
on the World Wide Web at http://www.medarex.com, by contacting the Investor Relations Department at our
corporate offices by calling (609) 430-2880 or by sending an e-mail message to information @medarex.com. You
can direct requests for literature to the information request section on our website.

FORWARD LOOKING INFORMATION AND RISK FACTORS
THAT MAY AFFECT FUTURE RESULTS

This Annual Report contains forward-looking statements within the meaning of Sections 27A and 21E of
the Securities Exchange Act of 1934, as amended, including statements regarding our expectations, beliefs,
intentions, or strategies regarding the future. Statements preceded by, followed by or that otherwise include the
words “believes”, “expects”, “anticipates”, “intends”, “estimates”, “plans”, “forecasts”, “is likely to”, “projected”
and similar expressions or future conditional verbs such as “will”, “should”, “would”, “may”, and “could” are
generally forward-looking in nature and not historical facts. Forward-looking statements include, without
limitation, statements in this section, and in the sections entitled “Management’s Discussion and Analysis of
Financial Condition and Results of Operations,” “Business” and elsewhere in this Annual Report regarding,
among other things, uncertainties relating to our technology; history of operating losses and anticipation of future
losses; uncertainty of product development; need for additional capital and uncertainty of change; uncertainty of
patent and proprietary rights; management of growth, and risks of acquiring new technologies; uncertainties
related to clinical trials; government regulation and uncertainty of obtaining regulatory approval; dependence on
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key personnel; dependence on research collaborators and scientific advisors; uncertainty of health care reform
measures and third-party reimbursement and risk of product liability. All forward-looking statements included in
this Annual Report are based on information available to us as of the date hereof, and we do not assume any
obligation to update any such forward-looking statements. Our actual results may differ materially from the
results discussed in the forward-looking statements. Among the factors that could cause actual results to differ
materially are the factors detailed below. Accordingly, in addition to the other information in this Annual Report,
the following factors should be considered carefully. References to our products, business, financial results or
financial condition should be considered to refer to us and our subsidiaries unless the context otherwise requires.

Our product candidates are in early stages of development, and they have not been and may not ever be
"approved for sale and/or commercialized.

Ouwr human antibody technology is a new approach to the generation of antibody-based therapeutic products.
Active product candidates employing our human antibody technology are in the early and middle stages of
clinical development. Based on public disclosures, regulatory applications, including INDs, have been submitted
to the FIDA or comparable foreign authorities, for 17 product candidates derived from our UltiMADb platform. To
date, neither we nor our partners have any product candidates employing our human antibody technology that
have been approved for sale by the FDA or comparable foreign authorities and/or commercialized. In addition,
we are not aware of any commercialized fully human monoclonal antibody therapeutic products that have been
generated from any technologies similar to ours. Product candidates employing our human antibody technology
may not advance beyond the early or middle stages of product development or demonstrate clinical safety and
effectiveness.

Our human antibody technology may not generate antibodies against all the antigens to which it is exposed
in an efficient and timely manner, if at all. If our human antibody technology fails to generate antibody product
candidates, or if we or our partners do not succeed in the development of products employing our antibody
technology, those product candidates may not be approved or commercialized and our business, financial
condition and results of operations may be materially harmed.

Successful development of our products is uncertain. To date, no revenues have been generated from the
commercial sale of our products and our products may not generate revenues in the future.

Our development of current and future product candidates is subject to the risks of failure inherent in the
development of new pharmaceutical products and products based on new technologies. These risks include:

* delays in product development, clinical testing or manufacturing;

* unplanned expenditures in product development, clinical testing or manufacturing;

* failure in clinical trials or failure to receive regulatory approvals;

» zmergence of superior or equivalent products;

* inability to manufacture on our own, or through others, product candidates on a commercial scale:

* inability to market products due tb third-party proprietary rights;

e clection by our partners not to pursue product development;

» jailure by our partners to develop products successfully; and

_ » failure to achieve market acceptance.

In certain instances, we have experienced delays in our product development and clinical testing as a result
of slower than anticipated patient recruitment. In a number of instances, we have terminated the development of
certain products in the early stages of human clinical testing due to a lack of effectiveness. In addition, we
determined not to continue the development of one late-stage product candidate due to both a lack of

effectiveniess and unforeseen safety issues that arose in clinical testing. None of these products employed our
core fully human antibody technology.
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Because of these risks, our research and development efforts or those of our partners may not result in any
commercially viable products. If a significant portion of these development efforts are not successfully
completed, required regulatory approvals are not obtained or any approved products are not commercially
successful, our business, financial condition and results of operations may be materially harmed.

Because we and our partners have not begun commercial sales of our products, our revenue and profit
potential are unproven and our limited operating history makes it difficult for an investor to evaluate our business
and prospects. Our technology may not result in any meaningful benefits to our current or potential partners. No
revenues have been generated from the commercial sale of our products, and our products may not generate
revenues in the future. Further, due to our limited operating history, we have difficulty accurately forecasting our
revenue. Our business and prospects should be considered in light of the heightened risks and unexpected
expenses and problems we may face as a company in an early stage of development in a new and rapidly
evolving industry.

We have incurred large operating losses and we anticipate that these losses will continue.

We have incurred large operating losses and we anticipate that these losses will continue for the foreseeable
future. In particular, as of December 31, 2003, we had an accumulated deficit of approximately $412.9 million.
Our net loss was $129.3 million for the year ended December 31, 2003. Our losses have resulted principally
from: ' o

« research and development costs relating to the development of our technology and antibody product
candidates;

* costs associated with the establishment of our new laboratory and manufacturing facilities and
manufacturing of products; and

» general and administrative costs relating to our operations.

We intend to continue to make significant investments in:
» research and development;

» preclinical testing and clinical trials;

* establishing new collaborations; and

¢ new technologies.

In addition, we may be obligated to make milestone payments on certain of our products as they progress
through the clinical trial process. '

We do not know when or if we or our partners will complete any pending or future product development
efforts, receive regulatory approval or successfully commercialize any approved products. ’

We may continue to incur substantial operating losses even if our revenues increase. As a result, we cannot
predict the extent of future losses or the time required for us to achieve profitability, if at all.

Our operating results may vary significantly from period-to-period, which may result in a decrease in the
price of our securities.

Our future revenues and operating results are expected to vary significantly from period-to-period due to a
number of factors. Many of these factors are outside of our control. These factors include:

* the timing of the commencement, completion or termination of partnership agreements;

* the introduction of new products and services by us, our partners or our competitors;
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. delays in, or termination of, preclinical testing and clinical trials;

» - changes in regulatory requirements for clinical trials;

* costsand éxpenses associated with preclinical testing and clinical trials;

» the timing of regulatory approvals, if any;

* sales and marketing expenses; and

* the amount and timing of operating costs and capital expenditures relating to the expansion of our

business operations and facilities.

Period-to-period comparisons of our results of operations may not be relied upon as an indication of future
performance.

It is possible that in some future periods, our operating results may be below expectations of analysts and
investors. If this happens, the price of our securities may decrease.

We may need substantial additional funding. We may not be able to obtain sufficient funds to grow our
business or continue our operations.

We will continue to expend substantial resources for research and development, including costs associated
with developing our antibody technology and conducting preclinical testing and clinical trials. Our future capital
requirements will depend on a number of factors, including, by way of example:

* the size and complexity of research and development programs;

» the scope and results of preclinical testing and clinical trials;

» the retention of existing and establishment of further partnerships, if any;

« continued scientific progress in our research and development programs;

*  the time and expense involved in seeking regulatory approvals;

* competing technological and market developments;

» the time and expense of filing and prosecuting patent applications and enforcing patent claims; and

o the cost of establishing manufacturing capabilities, conducting commercialization activities and
arrangements and in-licensing products.

We believe our current sources of liquidity will be sufficient to meet our near term operating, debt service
and capital requirements for at least the next 24 months. However, this 24-month period assumes the use of a
portion of the proceeds we received from the sale of our convertible notes. To the extent our convertible notes are
converted into shares of our common stock on or before their maturity dates, we will have use of that portion of
the principal amount of the notes so converted to fund our on-going operations. In any event, we may require
additional financing within this time frame and may raise funds through public or private financings, line of
credit arrangements, collaborative relationships and/or other methods. The use of cash on hand or other financial
alternatives will depend on several factors including, but not limited to, the future success of our products in
clinical development, the prevailing interest rate environment, and access to the capital markets. We may be
unable to raise sufficient funds to complete development of any of our product candidates or to continue
operations. As a result, we may face delay, reduction or elimination of research and development programs or
preclinical or clinical trials, in which case our business, financial condition or results of operations may be
materially harmed.
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We have a significant amount of debt and may have insufficient cash to satisfy our debt service
obligations. In addition, the amount of our debt could impede our operations and flexibility.

We have a significant armount of debt and debt service obligations, which, unless converted to shares of our
common stock or redeemed, will mature in 2006 ($142.0 million) and 2010 (approximately $147.0 million),
respectively. Our ability to make payments on our debt will depend on our future operating performance and
ability to generate cash and may also depend on our ability to obtain additional debt or equity financing.
Generally, during the last five years, our operating cash flows were negative and insufficient to cover our fixed
charges. Our ability to generate sufficient operating cash flow to service our indebtedness, including the notes,
and fund our operating requirements will depend on our ability, alone or with others, to successfully develop,
manufacture, and obtain required regulatory approvals and market our product candidates, as well as other
factors, including general economic, financial, competitive, legislative and regulatory conditions, some of which
are beyond our control. If we are unable to generate sufficient operating cash flow to service our indebtedness
and fund our operating requirements, we may need to obtain additional debt or equity financing to do so, which
may not be available to us on satisfactory terms or at all. In addition, if new indebtedness is incurred, the risks
relating to our ability to service our indebtedness that we face could intensify.

Even if we are able to meet our debt service obligations, the amount of debt we have could adversely affect
us in a number of ways, including by:

« limiting our ability to obtain any necessary financing in the future for working capital, capital
expenditures, debt service requirements or other purposes;

* limiting our flexibility in planning for, or reacting to, changes in our business;
* placing us at a competitive disadvantage relative to our competitors who have lower levels of debt;
» making us more vulnerable to a downturn in our business or the economy generally; and

« requiring us to use a substantial portion of our cash to pay principal and interest on our debt, instead of
applying those funds to other purposes such as working capital and capital expenditures.

Clinical trials required for our product candidates are expensive and time-consuming, and their outcome
is uncertain.,

In order to obtain FDA approval to market a new drug product, we or our partners must demonstrate proof
of safety and efficacy in humans. To meet these requirements, we or our partners will have to conduct extensive
preclinical testing and “adequate and well-controlled” clinical trials. Conducting clinical trials is a lengthy, time-
consuming and expensive process. The length of time may vary substantially according to the type, complexity,
novelty and intended use of the product candidate, and often can be several years or more per trial. Delays
associated with products for which we are directly conducting preclinical or clinical trials may cause us to incur
additional operating expenses. Moreover, we will continue to be affected by delays associated with the
preclinical testing and clinical trials of certain product candidates conducted by our partners over which we have
no control. The commencement and rate of completion of clinical trials may be delayed by many factors,
including, for example:

« the inability to manufacture sufficient quantities of qualified materials under current good
manufacturing practices, or cGMPs, for use in clinical trials;

« slower than expected rates of patient recruitment;

« the inability to adequately observe patients after treatment; -
« changes in regulatory requirements for clinical trials;

» the lack of effectiveness during the clinical trials;

» unforeseen safety issues;
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»  delays, suspension, or termination of the clinical trials due to the institutional review board responsible
for overseeing the study at a particular study site; and

* government or regulatory delays or “clinical holds” requiring suspension or termination of the trials.

Even if we obtain positive results from preclinical or clinical trials, we may not achieve the same success in
future trials. Clinical trials may not demonstrate statistically sufficient safety and effectiveness to obtain the
requisite regulatory approvals for product candidates employing our human antibody technology. In a number of
instances, we have terminated the development of certain products in the early stages of human clinical testing
due to a lack of effectiveness. None of these products employed our core fully human antibody technology. In
addition, we have determined not to continue the development of one late-stage product candidate due to both a
lack of effectiveness and unforeseen safety issues that arose in clinical testing. This product did not employ our
core fully human antibody technology.

Generally, our clinical trials, including our melanoma trials, are conducted in patients with serious life-
threatening diseases for whom conventional treatments have been unsuccessful or for whom no conventional
treatment exists, and in some cases, our product is used in combination with approved therapies that themselves
have significant adverse event profiles. During the course of treatment, these patients could suffer adverse
medical events or die for reasons that may or may not be related to our products. The most common adverse
events associated with our melanoma trials have consisted of flu-like symptoms such as fever, chills and nausea.
These events were expected and generally responded to standard medical therapy. In addition, some patients have
experienced anticipated drug-related autoimmune adverse events, such as dermatitis and colitis, ranging from
mild in most cases to severe in a very small number of instances. Almost all of these adverse events responded to
medical therapy. In a very small number of instances, fatalities have occurred during the course of these trials —
such fatalities may or may not be attributable to our product. We believe that these adverse events will not
materially affect our ability to continue with clinical trials of this product as planned. We cannot assure you that
additional safety issues will not arise with respect to our products in the future.

To date, we have experienced slower than expected rates of patient recruitment in certain of our clinical
trials. As a result, in certain instances, we have experienced delays in our product development and clinical
testing. In addition, data obtained from clinical trials of our products to date have been insufficient to
demonstrate safety and efficacy under applicable FDA guidelines. As a result, these data will not support an
application for regulatory approval without further clinical trials. Clinical trials that we conduct or that third-
parties conduct on our behalf may not demonstrate sufficient safety and efficacy to obtain the requisite regulatory
approvals for any of our product candidates. We expect to commence new clinical trials from time to time in the
course cf our business as our product development work continues. The failure of clinical trials to demonstrate
safety and effectiveness for our desired indications could harm the development of that product candidate as well
as other product candidates. Any change in, or termination of, our clinical trials could materially harm our
business, financial condition and results of operations. '

Success in early clinical trials may not be indicative of results obtained in later trials.

Results of our early clinical trials and those of our partners using our human antibody technology are based
on a limited number of patients and may, upon review, be revised or negated by authorities or by later stage
clinical results. Historically, the results from preclinical testing and early clinical trials have often not been
predictive of results obtained in later clinical trials. A number of new drugs and biologics have shown promising

- results-in initial clinical trials, but subsequently failed to-establish- sufficient safety and effectiveness data to
obtain necessary regulatory approvals. Data obtained from preclinical and clinical activities are subject to
varying interpretations, which may delay, limit or prevent regulatory approval.

In addition, regulatory delays or rejections may be encountered as a result of many factors, including
changes in regulatory policy during the period of product development. For example, the FDA is in the process
of moving several product categories currently regulated by the agency’s Center for Biologics Evaluation and
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Research, or CBER, to the agency’s Center for Drug Evaluation and Research, or CDER. These product

~ ~~categories include antibodies as well as cytoldnes:'growth-factors,*enzymes;"intérferons- -and-certain proteins-The- -
effect that this reorganization at the FDA will have on clinical trials and product approval outcomes or timing is =

uncertain, but could cause delays or other currently unforeseeable effects.

Product candidates employing our antibody technology may fail to gain market acceptance.

Even if clinical trials demonstrate the safety, effectiveness, potency and purity of products developed by us
or our partners using our technology and all regulatory approvals have been obtained, product candidates
employing our antibody technology may not gain market acceptance among physicians, patients, third-party
payors and the medical community. For example, the current delivery systems for antibody-based therapeutic
products are intravenous and subcutaneous injection, which are generally less well received by patients than
tablet or capsule delivery. The degree of market acceptance of any product candidates employing our technology
will depend on a number of factors, including, for example:

+ establishment and demonstration of clinical efficacy, potency and safety, especially as compared to
conventional treatments;

* cost-effectiveness;
» alternative treatment methods;
» reimbursement policies of government and third-party payors; and

» marketing and distribution support for our product candidates.

In addition, many of our activities involve genetic engineering in animals and animal testing, controversial
subjects which have received adverse publicity from animal rights activists and various other interest groups.
Such adverse publicity could decrease market acceptance of products employing our technology.

If products employing our technology do not achieve significant market acceptance, our business, financial
condition and results of operations may be materially harmed.

The successful commercialization of our antibody products will depend on obtaining coverage and
reimbursement for use of these products from third-party payors.

Sales of pharmaceutical products largely depend on the reimbursement of patients’ medical expenses by
government health care programs and private health insurers. Without the financial support of the governments
or third-party payors, the market for products employing our human antibody technology will be limited. These
third-party payors are increasingly challenging the price and examining the cost effectiveness of medical
products and services. In addition, significant uncertainty exists as to the reimbursement status of newly
approved healthcare products. We may need to conduct post-marketing studies in order to demonstrate the cost-
effectiveness of our products. Such studies may require us to dedicate a significant amount of resources. Our
project candidates may not be considered cost-effective. Third-party payors may not reimburse sales of products
employing our human antibody technology, or enable us or our partners to sell them at profitable prices.

Third-party payors control health care costs by limiting both coverage and the level of reimbursement for
new health care products. In the future, the United States government may institute price controls and further
limits on Medicare and Medicaid spending. Internationally, medical reimbursement systems vary with differing
degrees of regulation. Pricing controls and reimbursement limitations could affect the payments we receive from
sales of products generated using our human antibody technology. These variations could harm our ability and
the ability of our partners to sell products generated using our human antibody technology in commercially
acceptable quantities at profitable prices.
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. We may experience pressure to lower the prices of any prescription pharmaceutical. products we are able
to obtain approval for because of new-and/or proposed federal legislation.

New federal legislation, enacted in December 2003, has added an outpatient prescription drug benefit to
Medicare, effective January 2006. In the interim, Congress has established a discount drug card program for
Medicar: beneficiaries. Both benefits will be provided primarily through private entities, which will attempt to
negotiate price concessions from pharmaceutical manufacturers. These negotiations may increase pressures to
lower prices. While the new law specifically prohibits the United States government from interfering in price
negotiations between manufacturers and Medicare drug plan sponsors, some members of Congress are pursuing
legislation that would permit the United States government to use its enormous purchasing power to demand
discounts from pharmaceutical companies, thereby creating de facto price controls on prescription drugs. In
addition, the new law contains triggers for Congressional consideration of cost containment measures for
Medicar: in the event Medicare cost increases exceed a certain level. These cost containment measures could
include some sorts of limitations on prescription drug prices. Our results of operations could be materially
harmed by the Medicare prescription drug coverage legislation, by the potential effect of such legislation on
amounts that private insurers will pay for our products and by other healthcare reforms that may be enacted or
adopted in the future.

We may face increased competition from products imported from Canada or other countries.

Anv products we are able to commercialize may be subject to competition from lower priced versions of
such products and competing products from Canada, Mexico, and other countries where there are government
price controls or other market dynamics that make the products lower priced. The ability of patients and other
customers to obtain these lower priced imports has grown significantly as a result of the Internet, an expansion of
pharmacies in Canada and elsewhere targeted to American purchasers, the increase in U.S.-based businesses
affiliatec with Canadian pharmacies marketing to American purchasers, and other factors. Many of these foreign
imports are illegal under current law. However, the volume of imports continues to rise due to the limited
enforcement resources of the FDA and the U.S. Customs Service, and the pressure in the current political
environment to permit the imports as a mechanism for expanding access to lower priced medicines.

In addition, in December 2003, federal legislation was enacted to change United States import laws and
expand the ability to import lower priced versions of our and competing products from Canada, where there are
government price controls. These changes to the import laws will not take effect unless and until the Secretary of
Health and Human Services certifies that the changes will lead to substantial savings for consumers and will not
create a public health safety issue. The current Secretary of Health and Human Services has indicated that there
is not a basis to make such a certification at this time. However, it is possible that this Secretary or a subsequent
Secretarv could make the certification in the future. In addition, legislative proposals have been made to
implement the changes to the import laws without any certification, and to broaden permissible imports in other
ways. Even if the changes to the import laws do not take effect, and other changes are not enacted, imports from
Canada and elsewhere may continue to increase due to market and political forces, and the limited enforcement
resources of the FDA, the Customs Service, and other government agencies. For example, state and local
governments have suggested that they may import drugs from Canada for employees covered by state health
plans or others, and some have already put such plans in place.

The importation of foreign products could adversely affect our profitability. This potential impact could
become more significant in the future, and the impact could be even greater if there is a further change in the law
or if state or local governments take further steps to import products from abroad.

Our manufacturing facilities may not continue to meet regulatory requirements and have limited capacity.

Before approving a new drug or biologic product, the FDA requires that the facilities at which the product
will be rnanufactured are in compliance with current good manufacturing practices, or cGMP requirements. To
be successful, our therapeutic products must be manufactured for development and, following approval, in
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commercial quantities, in compliance with regulatory requirements and at acceptable costs. While we believe our
current facilities are adequate for the limited production of product candidates for clinical trials, our fac1l1t1es are
not adequate 1o produce sufficient quantmes of any products for commercial sale. -

If we are unable to estabhsh and maintain a manufacturmg fac:lhty or secure thud—party manufacturma
capacity within our planned time and cost parameters, the development and sales of our products and our
financial performance may be materially harmed..

We may also encounter problems with the following:

* production yields;

* quality control and assurance;

* shortages of qualified personnel;

» compliance with FDA regulations, including the demonstration of purity and potency;
* changes in FDA requirements; v

* production costs; and/or

* development of advanced manufacturing techniques and process controls.

We are aware of only a limited number of companies on a worldwide basis that operate manufacturing
facilities in which our product candidates can be manufactured under cGMP regulations, a requirement for all
pharmaceutical products. We are currently pursuing late-stage clinical and commercial supply agreements with
cGMP-compliant third-party manufacturers with available capacity to meet our internal production timetables. In
September 2003, we entered into a clinical supply agreement with Lonza Group Ltd. with respect to MDX-010,
and discussions are ongoing with respect to terms of a commercial supply agreement. We do not currently have
the capability to manufacture our products under development in large commercial quantities and have no
experience in commercial-scale manufacturing. It would take a substantial period of time for a contract facility
that has not been producing antibodies to begin producing antibodies under cGMP regulations. We cannot make
assurances that we will be able to contract with such companies for commercial supply on acceptable terms or in
a timely manner, if at all.

In addition, we and any third-party manufacturer will be required to register manufacturing facilities with
the FDA and other regulatory authorities. The facilities will be subject to inspections confirming compliance with
c¢GMP or other regulations. If we or any of our third-party manufacturers fail to maintain regulatory compliance,
the FDA can impose regulatory sanctions including, among other things, refusal to approve a pending application
for a new drug product or biologic product, or revocation of a pre-existing approval. As a result, our business,
financial condition and results of operations may be materially harmed.

We are, in part, dependent on our partners’ willingness and/or ability to devote resources to the
development of product candidates or otherwise support our business as contemplated in our partnership
agreements.

We depend, in part, on our partners to support our business, including the development of products
generated through the use of our antibody technology. We currently, or in the future may, rely on our partners to:

*  access proprietary antigens for the development of product candidates;
* access skills and information that we do not possess;

+  fund our research and development activities;

* manufacture products;

+ fund and conduct preclinical testing and clinical trials;
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» seek and obtain regulatory approvals for product candidates; and/or

* commercialize and market future products.

Our dependence on our partners subjects us to a number of risks, including:
*  our partners have significant discretion whether to pursue planned activities;

* we cannot control the quantity and nature of the resources our partners may devote to product
candidates;

* our partners may not develop products generated using our antibody technology as expected; and

* business combinations or significant changes in a partner’s business strategy may adversely affect that
partner’s willingness or ability to continue to pursue these product candidates.

If we do not realize the contemplated benefits from our partners, our business, financial condition and
results of operations may be materially harmed.

Our existing partnerships may not be completed or may be terminated, and we may not be able to
establish additional partnerships.

We have entered into binding letters of intent or memoranda of understanding with Genmab A/S, Athersys,

Inc., and Regeneron Pharmaceuticals, Inc. These binding letters of intent or memoranda of understanding include

the principal terms of these transactions, which will be incorporated into definitive agreements. By their terms,

these letters of intent and memoranda of understanding will remain in full force and effect and the parties will

operate in accordance with their terms until such time as definitive agreements are executed. If we are unable to

-agree on the terms of a definitive agreement with respect to one or more of these partners, our business, financial
condition and results of operations may be materially harmed.

Our licensing partners generally have the right to terminate our partnerships at any time. Our ability to
continue our current partnerships and to enter into additional partnerships is dependent in large part on our ability
to successfully demonstrate that our UltiMAb technology is an attractive method of developing fully human
antibody therapeutic products. We have generated only a limited number of fully human antibody therapeutic
product candidates pursuant to our collaboration agreements and only seventeen product candidates generated
with our human antibody technology have entered clinical testing. Existing or potential partners may pursue
alternative technologies, including those of our competitors, or enter into other transactions that could make a
collaboration with us less attractive to them. For example, if an existing partner purchases or is purchased by a
company that is one of our competitors, that company could be less willing to continue its collaboration with us.
In addition, a company that has a strategy of purchasing companies rather than entering into partnership
arrangements might have less incentive to enter into a collaboration agreement with us. Moreover, disputes may
arise with respect to the ownership of rights to any technology or products developed with any current or future
partner. Lengthy negotiations with potential new partners or disagreements between us and our partners may lead
to delays or termination in the research, development or commercialization of product candidates. If we are not
able to establish additional partnerships on terms that are favorable to us or if a significant number of our existing
partnerships are terminated and we cannot replace them, we may be required to increase our internal product
developrnent and commercialization efforts. This would likely:

¢ limit the number of product candidates that we will be able to develop and commercialize;
* significantly increase our need for capital; and/or

* place additional strain on management’s time.

Any of the above may materially harm our business, financial condition and results of operations.
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Due to the size of our equity interest in Genmab, we must include a portion of its income and losses in our

financial statements.

Due to the size of our interest in Genmab, we are currently required to account for our equity interest in
Genmab under the equity method of accounting, which provides that we must include a portion of Genmab’s
income and losses equal to our percentage equity interest in Genmab in our consolidated financial statements.
For the years ended December 31, 2001, 2002 and 2003, our share of Genmab’s losses were approximately $7.3
million, $19.6 million and $15.0 million, respectively. We expect that during the second half of 2004, the
remaining basis of our investment in Genmab will be reduced to zero and, accordingly, recognition of our share
of Genmab’s net losses will be suspended.

Our strategic investments in our partners whose securities are publicly traded expose us to equity price
risk and, in addition, investments in our partners may be deemed impaired, which would affect our results
of operations.

We have a number of strategic investments which expose us to equity price risk. These investments may
become impaired which would adversely affect our results of operations.

We are exposed to equity price risk on our strategic investments in our publicly-traded partners, including
Genmab, Northwest Biotherapeutics and Tularik, and as part of our business strategy, we may choose to make
additional similar investments in public companies in the future. As these investments are the result of strategic
alliances with our collaborative partners, we typically do not attempt to reduce or eliminate our market exposure
of these types of strategic investments. Under SFAS No. 115, “Accounting for Certain Investments in Debt and
Equity Securities,” these investments are designated as available-for-sale and are reported at fair value on our
consolidated balance sheet. Unrealized holding gains and losses on available-for-sale securities are generally
excluded from earnings and reported within other comprehensive income which is a separate component of
shareholders’ equity. Under our accounting policy, marketable equity securities are generally considered to be
impaired if their fair value is less than our cost basis in such securities for more than six months, or some other
period in light of the particular facts and circumstances surrounding the investment. If a decline in the fair value
of available-for-sale securities is considered to be other than temporary, the cost basis of the security is written
down to fair value as a new cost basis and the amount of the write-down is included in earnings as an impairment
charge. For the year ended December 31, 2002, we recorded impairment charges of approximately $40.5 million
(of which approximately $31.0 million related to Genmab) on our strategic investments in publicly traded
companies. During the year ended December 31, 2003, no impairment charges were recorded related to the value
of our investments in publicly traded companies. If we deem these investments to be further impaired at the end
of any future reporting period, we may incur additional impairment charges on these investments.

In addition, we have investments in several of our partners whose securities are not publicly traded such as
IDM. Because these securities are not publicly traded, the value of our investments in these companies are
inherently more difficult to estimate than our investments in publicly traded companies. We estimate the value of
these investments by using information acquired from industry trends, the management of these companies,
financial statements, and other external sources. Based on the information acquired through these sources, we
record an investment impairment charge when we believe an investment has experienced a decline in value that
is considered to be other than temporary. For the years ended December 31, 2002 and 2003, we recorded
impairment charges of approximately $2.4 million and $1.4 million, respectively, on our investments in
privately-held companies. Future adverse changes in market conditions or adverse changes in operating results of

" these companies may also require an impairment charge in the future.

We are dependent on our key personnel,

We are highly dependent on the members of our scientific and management staff. If we are not able to retain
any of these persons, our business may suffer. In particular, we depend on the services of Donald L. Drakeman,
J.D., Ph.D., our President and Chief Executive Officer; Nils Lonberg, Ph.D., our Senior Vice President and
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Scientific Director; and Geoffrey M. Nichol, M.D., MBA., our Senior Vice President, Product Development. We
maintair: a key man life insurance policy for Dr. Drakeman in the amount of $2.0 million and are in the process
of applying for key man life insurance policies in the amount of $1.0 million for each of Dr. Lonberg and Dr.
Nichol. We have entered into employment agreements with Dr. Drakeman and all of our other executive officers,
which expire in January, 2007. Thereafter, all of these agreements are automatically renewed for successive one
(1) year terms unless we or the employee elect not to renew.

For us to pursue product development, marketing and commercialization plans, we will need to hire
additional qualified scientific personnel to perform research and development. We will also need to hire
personnel with expertise in clinical testing, government regulation, manufacturing, sales and marketing, relevant
law and finance. We may not be able to attract and retain personnel on acceptable terms, given the competition
for such personnel among biotechnology, pharmaceutical and healthcare companies, universities and non-profit
research institutions. If we are not able to attract and retain qualified personnel, our business, financial condition
and results of operations may be materially harmed.

We depend on patents and proprietary rights.
Our success depends in part on our ability to:
* apply for, obtain, protect and enforce patents;
* protect trade secrets;
* operate without infringing upon the proprietary rights of others; and

+ in-license certain technologies.

We will be able to protect our proprietary rights from unauthorized use by third parties only to the extent
that our proprietary rights are covered by valid and enforceable patents or are effectively maintained as trade
secrets. We protect our proprietary position by filing United States and foreign patent applications related to our
proprietary technology, inventions and improvements that are important to the development of our business.
While a number of patents have been issued in the United States and Europe relating to our human antibody
technology, we may not be able to obtain patent protection in other countries. Our pending patent applications,
those we may file in the future, or those we may license from third parties, may not result in patents being issued
or enforceable. The patent position of biotechnology companies involves complex legal and factual questions
and, therefore, enforceability cannot be predicted with certainty. Patents, if issued, may be challenged,
invalidated or circumvented. Thus, any patents that we own or license from third parties may not provide
sufficient protection against competitors. Also, patent rights may not provide us with proprietary protection or
competitive advantages against competitors with similar technology. Furthermore, others may independently
develop similar technologies or duplicate any technology that we have developed. The laws of foreign countries
may not protect our intellectual property rights to the same extent as do the laws of the United States.

In addition to patents, we rely on trade secrets and proprietary know-how. We seek protection, in part,
through confidentiality and proprietary information agreements. These agreements may not provide protection or
adequate remedies in the event of unauthorized use or disclosure of confidential and proprietary information, or
breach of these agreements. Furthermore, our trade secrets may otherwise become known to, or be independently
developed by, our competitors.

Our commercial success depends significantly on our ability to operate without infringing the patents and
other proprietary rights of third parties. In the event that our technologies may infringe on the patents or violate
other -proprietary rights of third parties, we and our partners may be prevented from pursuing product
development, manufacturing or commercialization. Such a result may materially harm our business, financial
condition and resuits of operations. :
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Third parties may allege our products infringe their patents or may challenge the validity of our patents
and other intellectual property rights, resulting in litigation or other time-consuming and expensive
proceedings which could deprive us of valuable products and/or rights.

If we become involved in any intellectual property litigation, interference or other judicial or administrative
proceedings, we will incur substantial expense and the efforts of our technical and management personnel will be
diverted. An adverse determination may subject us to significant liabilities or require us to seek licenses that may
not be available from third parties on commercially favorable terms, if at all. Therefore, we and our partners may
be restricted or prevented from manufacturing and selling products employing our human antibody technology,
which would harm our business.

" Even though we have received patents pertaining to the HuMAb-Mouse technology, this does not mean that
we and our licensees of HuMAb-Mouse technology will have exclusive rights to antibodies against all targets
that are made using this technology, or that we or our licensees will have the right to make, develop, use or sell
such antibodies.

Our patents covering the HuMAb-Mouse technology include patents that cover particular human antibodies.
These patents do not cover all human antibodies.

Our patents may not protect against the importation of products, such as antibodies, made using HuMAb-
Mouse technology.

Moreover, other parties could have blocking patent rights to products made using HuMAb-Mouse
technology, such as antibodies, and their production and uses, for instance because of a proprietary position
covering the antibody or the antibody’s target. For example, we are aware of certain United States and European
- patents held by third parties relating to particular targets for their human monocional antibodies, to human
monoclonal antibodies against various targets and bispecific products, and the manufacture and use of such
products. In particular, we are aware of certain United States and foreign patents and patent applications owned
by third parties that pertain to monoclonal antibodies against CTLA-4, such as MDX-010, and their uses. We are
also aware of certain United States and foreign patents and patent applications held by third parties relating to
anti-CD4 antibodies, such as HuMax-CD4, anti-CD30 antibodies, such as MDX-060, anti-EGFr antibodies, such
as MDX-214, and anti-PSMA antibodies, such as MDX-070, as well as other antibody products under
development by us.

We are also aware of a United States patent owned by Genentech, Inc., relating to the production of
recombinant antibodies in host cells. We currently produce certain of our products and our partners’ products
using recombinant antibodies from host cells and may choose to produce additional products in this manner. If
any of our antibody products are produced in the manner claimed in this patent, then we may need to obtain a
license, should one be available. If we are unable to obtain a license on commercially reasonable terms, we may
be restricted in our ability to make recombinant antibodies using Genentech’s techniques. In addition to the
Genentech patent, we are also aware of certain United States patents held by third parties relating to antibody
expression in particular types of host cells, including CHO cells, which may be relevant to our current or future
ma